Connecting via Winsock to STN 



Welcome to STN International! Enter x:x 

LOGINID:SSPTACAB1621 

PASSWORD: 

TERMINAL (ENTER 1, 2, 3, OR ?):2 











* Welcome to STN International ********* 


NEWS 


1 






Web Page for STN Seminar Schedule - N. America 


NEWS 
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AUG 


10 


Time limit for inactive STN sessions doubles to 40 










minutes 


NEWS 
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AUG 


18 


COMPENDEX indexing changed for the Corporate Source 










(CS) field 


NEWS 
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AUG 


24 


ENCOMPLIT/ENCOMPLIT2 reloaded and enhanced 


NEWS 


5 


AUG 


24 


CA/CAplus enhanced with legal status information for 










U.S. patents 


NEWS 


6 


SEP 


09 


50 Millionth Unique Chemical Substance Recorded in 










CAS REGISTRY 


NEWS 


7 


SEP 


11 


WPIDS, WPINDEX, and WPIX now include Japanese FTERM 



thesaurus 



NEWS EXPRESS MAY 26 09 CURRENT WINDOWS VERSION IS V8.4, 

AND CURRENT DISCOVER FILE IS DATED 06 APRIL 2009. 

NEWS HOURS STN Operating Hours Plus Help Desk Availability 
NEWS LOGIN Welcome Banner and News Items 

Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN customer 
agreement. This agreement limits use to scientific research. Use 
for software development or design, implementation of commercial 
gateways, or use of CAS and STN data in the building of commercial 
products is prohibited and may result in loss of user privileges 
and other penalties. 

************** SXN Columbus ************* 



FILE 'HOME' ENTERED AT 18:06:31 ON 20 OCT 2009 



=> file caplus 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



SINCE FILE TOTAL 
ENTRY SESSION 
0.22 0.22 



FILE 'CAPLUS' ENTERED AT 18:06:45 ON 20 OCT 2009 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2 0 09 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 



for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 20 Oct 2009 VOL 151 ISS 17 

FILE LAST UPDATED: 19 Oct 2009 (20091019/ED) 

REVISED CLASS FIELDS (/NCL) LAST RELOADED: Aug 2009 

USPTO MANUAL OF CLASSIFICATIONS THESAURUS ISSUE DATE: Aug 2009 

CAplus now includes complete International Patent Classification (IPC) 
reclassification data for the third quarter of 2009. 

CAS Information Use Policies apply and are available at: 

http : / /www. cas . org/ legal /infopol icy . html 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

=> s US20070129368/pn 

LI 1 US20070129368/PN 

=> d 11 

LI ANSWER 1 OF 1 CAPLUS COPYRIGHT 2009 ACS on STN 
AN 2005:516308 BIBLIOGRAPHIC DATA NOT AVAILABLE 



=> file reg 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



SINCE FILE TOTAL 
ENTRY SESSION 
4.49 4.71 



FILE 'REGISTRY' ENTERED AT 18:08:02 ON 20 OCT 2009 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2009 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 19 OCT 2009 HIGHEST RN 1189088-37-6 
DICTIONARY FILE UPDATES: 19 OCT 2009 HIGHEST RN 1189088-37-6 



New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH June 26, 2009. 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 



http: //www. cas . org/ support / stngen / stndoc /propert ies . html 



=> tra 11 1- rn 

REQUESTED FIELD CODE NOT PRESENT IN ANSWER(S) SPECIFIED. 



=> file caplus 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.48 6.17 

FILE 'CAPLUS' ENTERED AT 18:08:14 ON 20 OCT 2009 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2 0 09 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 20 Oct 2009 VOL 151 ISS 17 

FILE LAST UPDATED: 19 Oct 2009 (20091019/ED) 

REVISED CLASS FIELDS (/NCL) LAST RELOADED: Aug 2009 

USPTO MANUAL OF CLASSIFICATIONS THESAURUS ISSUE DATE: Aug 2009 

CAplus now includes complete International Patent Classification (IPC) 
reclassification data for the third quarter of 2009. 

CAS Information Use Policies apply and are available at: 

http: //www. cas . org/ legal /infopol icy . html 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

=> d 11 abs ibibi hitstr 1- 

'IBIBI' IS NOT A VALID FORMAT FOR FILE 'CAPLUS' 
The following are valid formats: 



ABS GI and AB 

ALL BIB, AB, IND, RE 

APPS AI, PRAI 

BIB AN, plus Bibliographic Data and PI table (default) 

CAN List of CA abstract numbers without answer numbers 

CBIB AN, plus Compressed Bibliographic Data 

CLASS IPC, NCL, ECLA, FTERM 

DALL ALL, delimited (end of each field identified) 

DMAX MAX, delimited for post-processing 

FAM AN, PI and PRAI in table, plus Patent Family data 

FBIB AN, BIB, plus Patent FAM 

IND Indexing data 

IPC International Patent Classifications 

MAX ALL, plus Patent FAM, RE 

PATS PI, SO 

SAM CC, SX, TI, ST, IT 

SCAN CC, SX, TI, ST, IT (random display, no answer numbers; 

SCAN must be entered on the same line as the DISPLAY, 



e.g., D SCAN or DISPLAY SCAN) 

STD BIB, CLASS 

IABS ABS, indented with text labels 

IALL ALL, indented with text labels 

IBIB BIB, indented with text labels 

IMAX MAX, indented with text labels 

ISTD STD, indented with text labels 

OBIB AN, plus Bibliographic Data (original) 

OIBIB OBIB, indented with text labels 

SBIB BIB, no citations 

SIBIB IBIB, no citations 

HIT Fields containing hit terms 

HITIND IC, ICA, ICI, NCL, CC and index field (ST and IT) 

containing hit terms 
HITRN HIT RN and its text modification 

HITSTR HIT RN, its text modification, its CA index name, and 

its structure diagram 
HITSEQ HIT RN, its text modification, its CA index name, its 

structure diagram, plus NTE and SEQ fields 
FHITSTR First HIT RN, its text modification, its CA index name, and 

its structure diagram 
FHITSEQ First HIT RN, its text modification, its CA index name, its 

structure diagram, plus NTE and SEQ fields 
KWIC Hit term plus 20 words on either side 

OCC Number of occurrence of hit term and field in which it occurs 

To display a particular field or fields, enter the display field 
codes. For a list of the display field codes, enter HELP DFIELDS at 
an arrow prompt (=>) . Examples of formats include: TI; TI,AU; BIB, ST; 
TI,IND; TI,SO. You may specify the format fields in any order and the 



information will be displayed in the same order as the format 
specification . 

All of the formats (except for SAM, SCAN, HIT, HITIND, HITRN, HITSTR, 
FHITSTR, HITSEQ, FHITSEQ, KWIC, and OCC) may be used with DISPLAY ACC 
to view a specified Accession Number. 
ENTER DISPLAY FORMAT (BIB):end 

=> d his 

(FILE 'HOME' ENTERED AT 18:06:31 ON 20 OCT 2009) 

FILE 'CAPLUS' ENTERED AT 18:06:45 ON 20 OCT 2009 
LI IS US20070129368/PN 

FILE 'REGISTRY' ENTERED AT 18:08:02 ON 20 OCT 2009 

FILE 'CAPLUS' ENTERED AT 18:08:06 ON 20 OCT 2009 

FILE 'REGISTRY' ENTERED AT 18:08:06 ON 20 OCT 2009 

FILE 'CAPLUS' ENTERED AT 18:08:14 ON 20 OCT 2009 

=> d 11 full 

'FULL' IS NOT A VALID FORMAT FOR FILE 'CAPLUS' 



The following are valid formats: 



ABS GI and AB 

ALL BIB, AB, IND, RE 

APPS AI, PRAI 

BIB AN, plus Bibliographic Data and PI table (default) 

CAN List of CA abstract numbers without answer numbers 

CBIB AN, plus Compressed Bibliographic Data 

CLASS IPC, NCL, ECLA, FTERM 

DALL ALL, delimited (end of each field identified) 

DMAX MAX, delimited for post-processing 

FAM AN, PI and PRAI in table, plus Patent Family data 

FBIB AN, BIB, plus Patent FAM 

IND Indexing data 

IPC International Patent Classifications 

MAX ALL, plus Patent FAM, RE 

PATS PI, SO 

SAM CC, SX, TI, ST, IT 

SCAN CC, SX, TI, ST, IT (random display, no answer numbers; 

SCAN must be entered on the same line as the DISPLAY, 

e.g., D SCAN or DISPLAY SCAN) 
STD BIB, CLASS 

IABS ABS, indented with text labels 

IALL ALL, indented with text labels 

IBIB BIB, indented with text labels 

IMAX MAX, indented with text labels 

ISTD STD, indented with text labels 

OBIB AN, plus Bibliographic Data (original) 

OIBIB OBIB, indented with text labels 

SBIB BIB, no citations 

SIBIB IBIB, no citations 

HIT Fields containing hit terms 

HITIND IC, ICA, ICI, NCL, CC and index field (ST and IT) 

containing hit terms 
HITRN HIT RN and its text modification 

HITSTR HIT RN, its text modification, its CA index name, and 

its structure diagram 
HITSEQ HIT RN, its text modification, its CA index name, its 

structure diagram, plus NTE and SEQ fields 
FHITSTR First HIT RN, its text modification, its CA index name, and 

its structure diagram 
FHITSEQ First HIT RN, its text modification, its CA index name, its 

structure diagram, plus NTE and SEQ fields 
KWIC Hit term plus 20 words on either side 

OCC Number of occurrence of hit term and field in which it occurs 



To display a particular field or fields, enter the display field 
codes. For a list of the display field codes, enter HELP DFIELDS at 
an arrow prompt (=>). Examples of formats include: TI; TI,AU; BIB, ST; 
TI,IND; TI,SO. You may specify the format fields in any order and the 
information will be displayed in the same order as the format 
specification . 

All of the formats (except for SAM, SCAN, HIT, HITIND, HITRN, HITSTR, 
FHITSTR, HITSEQ, FHITSEQ, KWIC, and OCC) may be used with DISPLAY ACC 
to view a specified Accession Number. 
ENTER DISPLAY FORMAT (BIB):end 

=> d his 



(FILE 'HOME' ENTERED AT 18:06:31 ON 20 OCT 2009) 

FILE 'CAPLUS' ENTERED AT 18:06:45 ON 20 OCT 2009 
LI IS US20070129368/PN 

FILE 'REGISTRY' ENTERED AT 18:08:02 ON 20 OCT 2009 

FILE 'CAPLUS' ENTERED AT 18:08:06 ON 20 OCT 2009 

FILE 'REGISTRY' ENTERED AT 18:08:06 ON 20 OCT 2009 

FILE 'CAPLUS' ENTERED AT 18:08:14 ON 20 OCT 2009 

=> d 11 

LI ANSWER 1 OF 1 CAPLUS COPYRIGHT 2 0 09 ACS on STN 
AN 2005:516308 BIBLIOGRAPHIC DATA NOT AVAILABLE 



=> s WO2005058803/pn 

L2 1 WO2005058803/PN 

(WO2005058803/PN) 



ANSWER 1 OF 1 CAPLUS COPYRIGHT 2009 ACS on STN 
2005:516308 BIBLIOGRAPHIC DATA NOT AVAILABLE 



Uploading C: \Program Files\STNEXP\Queries\10581947\10581947-substructure-l . str 




chain nodes : 

11 12 13 14 15 16 23 24 25 
ring nodes : 

1 2 3 4 5 6 7 8 9 10 17 18 19 20 21 22 
chain bonds : 

5-13 7-11 7-12 10-24 10-25 13-14 14-15 14-16 16-17 20-23 
ring bonds : 

1- 2 1-6 2-3 2-7 3-4 3-10 4-5 5-6 7-8 8-9 9-10 17-18 17-22 18-19 19-20 
20-21 21-22 

exact/norm bonds : 

2- 7 3-10 7-8 8-9 9-10 14-15 14-16 16-17 
exact bonds : 

5-13 7-11 7-12 10-24 10-25 13-14 20-23 
normalized bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 17-18 17-22 18-19 19-20 20-21 21-22 



Match level 



l:Atom 2: Atom 3: Atom 4: Atom 5: Atom 6:Atom 7: Atom 8: Atom 9: Atom 10: Atom 
11:CLASS 12:CLASS 13:CLASS 14:CLASS 15:CLASS 16:CLASS 17:Atom 18:Atom 
19:Atom 20:Atom 21: Atom 22:Atom 23:CLASS 24:CLASS 25:CLASS 



L3 STRUCTURE UPLOADED 

=> d 

L3 HAS NO ANSWERS 
L3 STR 




Structure attributes must be viewed using STN Express query preparation. 



=> s 13 

REGlstRY INITIATED 
Substance data SEARCH and crossover from CAS REGISTRY in progress... 
Use DISPLAY HITSTR (or FHITSTR) to directly view retrieved structures. 



SAMPLE SEARCH INITIATED 18:15:04 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 29 TO ITERATE 

100.0% PROCESSED 29 ITERATIONS 7 ANSWERS 

SEARCH TIME: 0 0.00.01 

FULL FILE PROJECTIONS: ONLINE **COMPLETE** 
BATCH **COMPLETE** 
PROJECTED ITERATIONS: 257 TO 903 

PROJECTED ANSWERS: 7 TO 298 

L4 7 SEA SSS SAM L3 



L5 5 L4 

=> s 13 full 

REGlstRY INITIATED 
Substance data SEARCH and crossover from CAS REGISTRY in progress... 
Use DISPLAY HITSTR (or FHITSTR) to directly view retrieved structures. 



FULL SEARCH INITIATED 18:15:10 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 458 TO ITERATE 



100.0% PROCESSED 458 ITERATIONS 126 ANSWERS 

SEARCH TIME: 0 0.00.01 

L6 126 SEA SSS FUL L3 



L7 41 L6 

=> d scan 

L7 41 ANSWERS CAPLUS COPYRIGHT 2009 ACS on STN 

IC ICM A61K031-195 

ICS C07C229-00 
CC 1-12 (Pharmacology) 

Section cross-reference ( s ) : 25 
TI Active enantiomer of RARy-specif ic agonist 

ST naphthylacetamidobenzoate RAR gamma agonist skin disease; 

acetamidobenzoate retinoic receptor agonist skin disease 
IT Retinoic acid receptors 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(RAR-y; naphthylacetamidobenzoate derivative as RARy-specif ic 
agonist for treatment of dermatol. disorders) 
IT Keratosis 

(actinic; naphthylacetamidobenzoate derivative as RARy-specif ic 
agonist for treatment of dermatol. disorders) 
IT Skin, neoplasm 
Skin, neoplasm 

(inhibitors; naphthylacetamidobenzoate derivative as RARy-specif ic 
agonist for treatment of dermatol. disorders) 
IT Acne 

Psoriasis 

(naphthylacetamidobenzoate derivative as RARy-specif ic agonist for 
treatment of dermatol. disorders) 
IT Antitumor agents 
Antitumor agents 

(skin; naphthylacetamidobenzoate derivative as RARy-specif ic agonist 

for treatment of dermatol. disorders) 
IT Antitumor agents 

(squamous cell carcinoma; naphthylacetamidobenzoate derivative as 

RARy-specif ic agonist for treatment of dermatol. disorders) 
IT 262433-64-7P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); BIOL (Biological 
study) ; PREP (Preparation) 

(naphthylacetamidobenzoate derivative as RARy-specif ic agonist for 
treatment of dermatol. disorders) 
IT 262433-54-5P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(naphthylacetamidobenzoate derivative as RARy-specif ic agonist for 
treatment of dermatol. disorders) 
IT 106-95-6, Allyl bromide, reactions 403-21-4, 3-Fluoro-4-nitrobenzoic 
acid 20445-31-2, (+)-Mosher's acid 142650-43-9 168301-02-8 



RL: RCT (Reactant); RACT (Reactant or reagent) 

(naphthylacetamidobenzoate derivative as RARy-specif ic agonist for 
treatment of dermatol. disorders) 
IT 262433-55-6P 262433-56-7P 262433-57-8P 
262433-58-9P 262433-59-OP 262433-60-3P 

262433-61-4P 262433-62-5P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(naphthylacetamidobenzoate derivative as RARy-specif ic agonist for 

treatment of dermatol. disorders) 

HOW MANY MORE ANSWERS DO YOU WISH TO SCAN? ( 1 ) : end 
=> d his 

(FILE 'HOME' ENTERED AT 18:06:31 ON 20 OCT 2009) 

FILE 'CAPLUS' ENTERED AT 18:06:45 ON 20 OCT 2009 
LI IS US20070129368/PN 

FILE 'REGISTRY' ENTERED AT 18:08:02 ON 20 OCT 2009 

FILE 'CAPLUS' ENTERED AT 18:08:06 ON 20 OCT 2009 

FILE 'REGISTRY' ENTERED AT 18:08:06 ON 20 OCT 2009 

FILE 'CAPLUS' ENTERED AT 18:08:14 ON 20 OCT 2009 
L2 IS WO2005058803/PN 

L3 STRUCTURE UPLOADED 

S L3 

FILE 'REGISTRY' ENTERED AT 18:15:03 ON 20 OCT 2009 
L4 7 S L3 

FILE 'CAPLUS' ENTERED AT 18:15:04 ON 20 OCT 2009 
L5 5 S L4 

S L3 

FILE 'REGISTRY' ENTERED AT 18:15:09 ON 20 OCT 2009 
L6 126 S L3 FULL 

FILE 'CAPLUS' ENTERED AT 18:15:10 ON 20 OCT 2009 
L7 41 S L6 FULL 

=> file reg 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.50 203.77 

FILE 'REGISTRY' ENTERED AT 18:15:39 ON 20 OCT 2009 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2009 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 19 OCT 2009 HIGHEST RN 1189088-37-6 
DICTIONARY FILE UPDATES: 19 OCT 2009 HIGHEST RN 1189088-37-6 



New CAS Information Use Policies, enter HELP USAGETERMS for details. 



TSCA INFORMATION NOW CURRENT THROUGH June 26, 2009. 



Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http : / /www. cas . org/ support /stngen/stndoc/proper ties . html 

=> d scan 16 

L6 126 ANSWERS REGISTRY COPYRIGHT 2009 ACS on STN 

IN Benzoic acid, 4- [ [ [ [ ( 6-hydroxyhexyl ) oxy ] imino ] ( 5 , 6 , 7 , 8-tetrahydro-5 , 5 , 8 , 8- 

tetramethyl-2-naphthalenyl) acetyl] amino] -, (E)- (9CI) 
MF C29 H38 N2 05 

Double bond geometry as shown. 



Me Me 

**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

HOW MANY MORE ANSWERS DO YOU WISH TO SCAN? ( 1 ) : end 
=> d scan 16 

L6 126 ANSWERS REGISTRY COPYRIGHT 2009 ACS on STN 

IN Benzoic acid, 4- [ [ 2-hydroxy-2- (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8-tetramethyl-2- 

naphthalenyl ) acetyl] amino] -3-methoxy- 
MF C24 H29 N 05 

Me Me 0H 0 CO2H 





Me 



Me 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



HOW MANY MORE ANSWERS DO YOU WISH TO SCAN? ( 1 ) : end 

=> d his 

(FILE 'HOME' ENTERED AT 18:06:31 ON 20 OCT 2009) 

FILE 'CAPLUS' ENTERED AT 18:06:45 ON 20 OCT 2009 
LI IS US20070129368/PN 

FILE 'REGISTRY' ENTERED AT 18:08:02 ON 20 OCT 2009 

FILE 'CAPLUS' ENTERED AT 18:08:06 ON 20 OCT 2009 

FILE 'REGISTRY' ENTERED AT 18:08:06 ON 20 OCT 2009 

FILE 'CAPLUS' ENTERED AT 18:08:14 ON 20 OCT 2009 
L2 IS WO2005058803/PN 

L3 STRUCTURE UPLOADED 

S L3 

FILE 'REGISTRY' ENTERED AT 18:15:03 ON 20 OCT 2009 
L4 7 S L3 

FILE 'CAPLUS' ENTERED AT 18:15:04 ON 20 OCT 2009 
L5 5 S L4 

S L3 

FILE 'REGISTRY' ENTERED AT 18:15:09 ON 20 OCT 2009 
L6 126 S L3 FULL 

FILE 'CAPLUS' ENTERED AT 18:15:10 ON 20 OCT 2009 
L7 41 S L6 FULL 

FILE 'REGISTRY' ENTERED AT 18:15:39 ON 20 OCT 2009 

=> s 17 and py<=2004 

'2004' NOT A VALID FIELD CODE 

0 PY<=2004 
L8 0 L7 AND PY<=2004 

=> d 17 abs ibib hitstr 1- 

YOU HAVE REQUESTED DATA FROM FILE 'CAPLUS' - CONTINUE? (Y)/N:y 



YOU HAVE REQUESTED DATA FROM 41 ANSWERS - CONTINUE? Y/(N):y 
L7 ANSWER 1 OF 41 CAPLUS COPYRIGHT 2009 ACS on STN 

AB A series of retinoids designed to interfere with the repositioning of H12 
have been synthesized to identify novel RARy antagonists based on 
the structure of known RARy agonists. The transcriptional 
activities of the novel ligands were revealed by cell-based reporting 
assays, using engineered cells containg RAR subtype-selective fusions of 
the RAR ligand-binding domains with the yeast GAL4 activator DNA-binding 
domain and the cognate lucif erase reporter gene. Whereas none of the 
ligands exhibited features of a selective RARy antagonist, some of 
them are endowed with interesting activities. In particular 24a acts as a 
pan-RAR agonist that induces at high concentration a higher transactivation 
potential on RARa than TTNPB and synergizes at low concentration with 
TTNPB-bound RARa but not RARP or RARy. Similarly, 24c 
synergizes with TTNPB-bound RARy and exhibits RARa, p 
antagonist activity. Compds . 24b and 25b are strong 



RARa, p-selective antagonists without agonist or antagonist 
activities for RARy. Compds . 24b and 24c display weak RXR 
antagonist activity. In addition several pan-antagonists and partial 
agonist/antagonists have been defined. 



ACCESSION NUMBER 
DOCUMENT NUMBER 
TITLE: 



CAPLUS 



2009 : 7258 
151:260011 

Retinoid receptor subtype-selective modulators through 
synthetic modifications of RARy agonists 
Alvarez, Susana; Alvarez, Rosana; Khanwalkar, Harshal; 
Germain, Pierre; Lemaire, Geraldine; 
Rodriguez-Barrios, Fatima; Gronemeyer, Hinrich; de 
Lera, Angel R. 

Departamento de Quimica Organica, Universidade de 
Vigo, Vigo, 36310, Spain 

Bioorganic & Medicinal Chemistry (2009), 17(13), 
4345-4359 

CODEN: BMECEP; ISSN: 0968-0896 
Elsevier B.V. 
Journal 
English 
1178898-29-7 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(retinoid receptor subtype-selective antagonists preparation through 
modifications of RARy agonists) 

185629-22-5 CAPLUS 

Benzoic acid, 3-fluoro-4- [ [ 2-hydroxy-2- ( 5, 6 , 7, 8-tetrahydro-5 , 5, 8, 8- 
tetramethyl-2-naphthalenyl) acetyl] amino] - (CA INDEX NAME) 



AUTHOR (S) : 



CORPORATE SOURCE: 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
IT 185629-22 




1178898-29-7 CAPLUS 

Benzoic acid, 3-fluoro-4- [ [2-oxo-2- (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8-tetramethyl- 
2-naphthalenyl) acetyl] amino] - (CA INDEX NAME) 




Me Me 



REFERENCE COUNT: 62 THERE ARE 62 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

L7 ANSWER 2 OF 41 CAPLUS COPYRIGHT 2009 ACS on STN 

AB The present invention provides methods for generating mucosal tissue 

homing immunosuppressive T-cells comprising treating naive T-cells with 
retinoids and/or retinoid agonists. Methods are also provided for 
treating a mammal having an inflammatory or immunol . disease by 
administering a therapeutically ED of retinoids and/or retinoid agonists. 
Addnl. methods are also provided for boosting the immune system of a 



mammal by inhibiting the generation of immunosuppressive T-cells by 
administering a therapeutically ED of a retinoid receptor antagonist to 
the mammal . 

2008:1360582 CAPLUS 
149:525397 

Methods for controlling inflammatory and immunological 
diseases using retinoids and/or retinoid agonists 
Kim, Chang H.; Lim, Hyung W.; Kang, Seung G. 
Purdue Research Foundation, USA 
PCT Int. Appl., 51pp. 
CODEN: PIXXD2 
Patent 
English 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) 
SOURCE: 



DOCUMENT TYPE: 
LANGUAGE : 
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PATENT INFORMATION: 
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The invention discloses a method for generating a human atopic 
disease-like phenotype, preferably an atopic dermatitis-like phenotype in 
a mammal, comprising administering to the mammal at least one compound 
selected from physiol. active vitamin D3 (la, 25 (OH)2-D3) and 
agonistic analogs thereof. The invention also discloses a method for 
treating and/or preventing an atopic disease in a patient comprising 
administering to the patient an effective amount of at least one vitamin 
antagonist . 
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A method and an apparatus are provided for forming the shape of a ligand mol. 
capable of binding with a biopolymer by a modeling/simulation based on the 
three-dimensional structure information of the biopolymer. The method 
comprises disposing virtual atoms in a ligand binding region of the 
biopolymer; calculating the van der Waals potential between the biopolymer and 
the virtual atoms; and removing a van der Waals potential portion in which 
any unstable virtual atom is involved from the calculated van der Waals 
potential. The method was applied to dihydrofolic acid reductase, 
retinoic acid receptor y and bacteriorhodopsin, and the ligand shape 
obtained by this method was found to be well in accordance with the resp. 
known ligand, methotrexate, BMS961 and retinal. 
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The invention discloses compns. comprising a retinoid X receptor agonist 
and an agent capable of activating protein kinase A. The invention also 
discloses methods for treating hyperprolif erative diseases (e.g. leukemia, 
breast cancer) by administering a retinoid X receptor agonist and an agent 
capable of activating protein kinase A. Prepn of 

4- [1- (5, 6-dihydro-3, 5, 5-trimethyl-8-isopropyl-2-naphthalenyl ) ethenyl] 
benzoic acid is described. 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 



PATENT ASSIGNEE (S) : 



SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2003:749997 CAPLUS 
139:255334 

Compositions and methods using an RXR agonist and a 
protein kinase A activator for the treatment of 
hyperprolif erative diseases 

Benoit, Gerard; Gronemeyer, Hinrich; Lanotte, Michel; 
Gottardis, Marco 

Bristol-Myers Squibb Company, USA; Institut National 

de la Sante et de la Recherche Medicale; Centre 

National de la Recherche Scientif ique; Universite 

Louis Pasteur 

U.S. , 35 pp. 

CODEN: USXXAM 

Patent 

English 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



US 2000-556675 
US 1999-130649P 



US 6624154 Bl 20030923 

PRIORITY APPLN. INFO.: 
OTHER SOURCE(S): MARPAT 139:255334 

IT 185629-22-5 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(RXR agonist and protein kinase A activator for treatment of 
hyperprolif erative diseases, and use with other agents) 
RN 185629-22-5 CAPLUS 

CN Benzoic acid, 3-f luoro-4- [ [ 2-hydroxy-2- (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8 
tetramethyl-2-naphthalenyl) acetyl] amino] - (CA INDEX NAME) 



20000421 
19990423 




REFERENCE COUNT: 



108 THERE ARE 108 CITED REFERENCES AVAILABLE FOR 

THIS RECORD. ALL CITATIONS AVAILABLE IN THE RE 
FORMAT 



L7 ANSWER 9 OF 41 CAPLUS COPYRIGHT 2009 ACS on STN 

AB Maturation of dendritic cells (DCs) is a critical step for the induction o 
an immune response. We have examined the role of retinoid nuclear recepto 
pathways in this process. Retinoids induce DC apoptosis, in the absence 
of inflammatory signals, through retinoic acid receptor 
(RAR) a/retinoic X receptor (RXR) heterodimer s . In contrast, via a 
cross talk with inflammatory cytokines, retinoids increase DNA binding 
activity of nuclear factor kB in DCs, trigger membrane major 
histocompatibility complex class II and costimulatory mol. expression, 
induce the differentiation of immature DCs into mature DCs, and enhance 
antigen-specific T cell response. This maturation of DCs is mediated via 
a RXR-dependent/RAR-independent pathway and via an RARa/RXR pathway 
distinct from the one responsible for apoptosis. Apoptosis and 
activation, mediated through distinct nuclear retinoid receptor pathways, 
can be dissociated from each other with selective synthetic retinoids. We 
identify a novel cellular function for retinoids and suggest that 
selective retinoids might be of interest for controlling antigen 
presentation . 
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AB Virtual library screening (VLS) is emerging as a valuable drug lead 

discovery tool. ICM-VLS implementation of this technol. was evaluated on 
a benchmark set of nuclear hormone receptors (NRs), an important 
therapeutic target family. Over 5000 structurally diverse compds . , 
including 78 known NR ligands, were screened against 18 crystal structures 
and one computer model of 10 NR ligand binding domains in their active or 
inactive states. The results confirm the ability of the VLS method to 
generate highly focused subsets of the input chemical library, enriched 33- 
to 100-fold for all but one receptor studied. However, receptor 
flexibility remains to be fully addressed, and the choice of the specific 
conformation used for screening may determine the success of the exercise, 
authors observe that for a particular ligand, VLS can often identify the 
correct target within the receptor family, although the technol. is unable 
to reliably discriminate between the closely related receptor isoforms. 
Addnl., the results suggest that VLS may be applied successfully without 
an exptl. structure of the receptor by using a homol. model. These data 
represent a realistic snapshot of the state-of-the-art of NR-targeted VLS 
and define the recent progress and the remaining limitations of the 
technol . 
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Fusion and hypoplasia of the first two branchial arches, a defect 
typically observed in retinoic acid (RA) embryopathy, is generated in 
cultured mouse embryos upon treatment with BMS453, a synthetic compound that 
exhibits retinoic acid receptor p (RARp) agonistic properties in 
transfected cells. By contrast, no branchial arch defects are observed 
following treatment with synthetic retinoids that exhibit RARa or 
RARy agonistic properties. The BMS453-induced branchial arch 
defects are mediated through RAR activation, as they are similar to those 
generated by a selective pan-RAR agonist, are prevented by a selective 
pan-RAR antagonist and cannot be mimicked by exposure to a pan-RXR agonist 
alone. They are enhanced in the presence of a pan-RXR agonist, and cannot 
be generated in Rarb-null embryos. Furthermore, they are accompanied, in 
the morphol. altered region, by ectopic expression of Rarb and of several 
other direct RA target genes. Therefore, craniofacial abnormalities 
characteristic of the RA embryopathy are mediated through ectopic 
activation of RARp/RXR heterodimers, in which the ligand-dependent 
activity of RXR is subordinated to that of RARp. Endodermal cells 
lining the first two branchial arches respond to treatment with the 
RARP agonist, in contrast to neural crest cells and ectoderm, which 
suggests that a faulty endodermal regionalization is directly responsible 
for RA-induced branchial arch dysmorphologies . Addnl., we provide the 
first in vivo evidence that the synthetic RARP agonist BMS453 
exhibits an antagonistic activity on the two other RAR isotypes. 
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Carbon-14 labeled (R) -3-f luoro-4- (2 ' - (5 ' ' , 6'', 7'', 8 ' ' -tetrahydro-5 ' ' , 
5 ' ' , 8 ' ' , 8 ' ' -tetramethyl-2 ' ' -naphthyl) - [2 ' -hydroxy-1 4C ] ) [carbonyl- 
14C] acetamidobenzoic acid (I), was prepared in a six step radioactive 
synthesis from di-Et [carboxylate-14Cl, 2] oxalate. The penultimate compound 
was purified by chiral HPLC, which following deprotection yielded I in an 
overall radiochem. yield of 6.8%. The specific activity of the final 
product was found to be 24.5 (iCi/mg with a radiochem. purity of >99% as 
determined by HPLC. Derivatization of I via trimethylsilyl diazomethane to the 
corresponding Me ester, followed by chiral HPLC anal., demonstrated that I 
had an optical purity of >99% ee. 
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Absolute stereochemistry. 




IT 558452-51-OP 

RL: PUR (Purification or recovery); RCT (Reactant); SPN (Synthetic 
preparation); PREP (Preparation); RACT (Reactant or reagent) 

(deprotection of; preparation of highly pure carbon-14 labeled 
f luoro (tetrahydrotetramethylnaphthyl) (hydroxycarbonyl ) acetamidobenzoic 
acid via six-step radiochem. synthetic route) 
RN 558452-51-0 CAPLUS 

CN Benzoic acid, 3-f luoro-4- [ [ ( 2R) -hydroxy ( 5 , 6 , 7 , 8-tetrahydro-5 , 5 , 8 , 8- 

tetramethyl-2-naphthalenyl) acetyl-14C2] amino] -, 2-propenyl ester (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



Me Me H # 0H 




CH2 



0 



IT 558452-52-1P 

RL: BYP (Byproduct); PREP (Preparation) 

(preparation of highly pure carbon-14 labeled 

f luoro (tetrahydrotetramethylnaphthyl) (hydroxycarbonyl) acetamidobenzoic 
acid via six-step radiochem. synthetic route) 
RN 558452-52-1 CAPLUS 

CN Benzoic acid, 3-f luoro-4- [ [ ( 2S ) -hydroxy ( 5, 6 , 7, 8-tetrahydro-5 , 5 , 8 , 8- 

tetramethyl-2-naphthalenyl) acetyl-14C2] amino] -, 2-propenyl ester (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 




0 



IT 558452-53-2P 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(preparation of highly pure carbon-14 labeled 

f luoro (tetrahydrotetramethylnaphthyl) (hydroxycarbonyl ) acetamidobenzoic 
acid via six-step radiochem. synthetic route) 
RN 558452-53-2 CAPLUS 

CN Benzoic acid, 3-f luoro-4- [ [ ( 2R) -hydroxy ( 5 , 6 , 7 , 8-tetrahydro-5 , 5 , 8 , 8- 

tetramethyl-2-naphthalenyl)acetyl-14C2]amino]-, methyl ester (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




OMe 



0 



IT 558452-50-9P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(reduction of; preparation of highly pure carbon-14 labeled 
f luoro (tetrahydrotetramethylnaphthyl) (hydroxycarbonyl) acetamidobenzoic 
acid via six-step radiochem. synthetic route) 
RN 558452-50-9 CAPLUS 

CN Benzoic acid, 3-f luoro-4- [ [oxo (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8-tetramethyl-2- 
naphthalenyl) acetyl-14C2] amino] -, 2-propenyl ester (9CI) (CA INDEX NAME) 




F 



Me Me 



REFERENCE COUNT: 6 THERE ARE 6 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



ANSWER 13 OF 41 CAPLUS COPYRIGHT 2009 ACS on STN 

The invention provides chemotherapeutic combinations of selected cytotoxic 
agents and RARa/p selective agonists or RAR pan antagonists for 
use in treating cancer and lowering the effective cytotoxic dose of the 
selected cytotoxic 
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CN Benzoic acid, 3-f luoro-4- [ [ ( 2R) -2-hydroxy-2- ( 5 , 6 , 7 , 8-tetrahydro-5 , 5 , 8 , 8- 
tetramethyl-2-naphthalenyl) acetyl] amino] - (CA INDEX NAME) 
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AB To investigate the roles of retinoic acid (RA) receptors (RARs) in the 
physiol. of epidermis that does not express RARP, conditional 
spatio-temporally controlled somatic mutagenesis was used to selectively 
ablate RARa in keratinocytes of RARy-null mice. Keratinocyte 
proliferation was maintained in adult mouse epidermis lacking both 
RARa and RARy, as well as in RARp-null mice. All 

RAR-mediated signaling pathways are therefore dispensable in epidermis for 

homeostatic keratinocyte renewal. However, topical treatment of mouse 

skin with selective retinoids indicated that RXR/RARy heterodimers, 

in which RXR transcriptional activity was subordinated to that of its 

RARy partner, were reguired for retinoid-induced epidermal 

hyperplasia, whereas RXR homodimers and RXR/RARa heterodimers were 

not involved. RA-induced keratinocyte proliferation was studied in mutant 

mice in which RXRa, RXRa and RARa, RARy, or 

RXRa and RARy genes were specifically disrupted in either 

basal or suprabasal keratinocytes. The authors demonstrate that the 

topical retinoid signal is transduced by RXRa/RARy 

heterodimers in suprabasal keratinocytes, which, in turn, stimulate 
proliferation of basal keratinocytes via a paracrine signal that may be 
heparin-binding EGF-like growth factor. 
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A novel synthesis of BMS-270394 (I, R = H) , a nuclear retinoic acid 
receptor (RARy) agonist, is reported. The synthesis includes an 
enantioselective reduction of a-ketoacid II to the corresponding chiral 
a-hydroxy acid III using a NaBH4/L-tartaric acid mixture and a novel 
coupling between III and an electron-deficient aniline IV, which was 
activated via its N-sulfinyl derivative to form chiral I (R = Me) . The 
synthesis was completed by a racemization-f ree hydrolysis of I (R = Me) to 
I (R = H) using KOSiMe3 in acetonitrile . 
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AB The chiral tetrahydronaphthalenyl ester I (Rl = Et) and the corresponding 
acid I (Rl = H) were prepared as intermediates in the synthesis of the 



SOURCE 



retinoic acid receptor gamma-specific agonist II. Enantioselective reduction 
of (tetrahydronaphthalenyl) oxoacetate III (R2 = Et) to I (Rl = Et) was 
carried out using Aureobasidium pullulans SC 13849 in 98% yield and with 
an enantiomeric excess (e.e.) of 96%. Among microorganisms screened for 
the reduction of (tetrahydronaphthalenyl) acetic acid III (R2 = H) to hydroxy 
acid I (Rl = H) , Candida maltosa SC 16112 and two strains of Candida 
utilis (SC 13983, SC 13984) gave reaction yields of >53% with e.e.s of 
>96%. 
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(Biological study) ; PREP (Preparation) 
(enantioselective preparation of 

[ (tetrahydronaphthalenyl ) hydroxyacetylamino] benzoate via microbial 
reduction of [ (tetrahydronaphthalenyl) oxoacetylamino] benzoate) 
301674-62-4 CAPLUS 

Benzoic acid, 3-f luoro-4- [ [ (2R) -2-hydroxy-2- ( 5 , 6,7, 8-tetrahydro-5 , 5,8,8- 
tetramethyl-2-naphthalenyl) acetyl] amino] -, methyl ester (CA INDEX NAME) 



Absolute stereochemistry. 




185629-33-8P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(enantioselective preparation of 

[ (tetrahydronaphthalenyl ) hydroxyacetylamino ] benzoate via microbial 
reduction of [ (tetrahydronaphthalenyl) oxoacetylamino] benzoate) 
185629-33-8 CAPLUS 

Benzoic acid, 3-f luoro-4- [ [2-oxo-2- (5, 6,7, 8-tetrahydro-5 , 5,8, 8-tetramethyl- 
2-naphthalenyl) acetyl] amino] -, methyl ester (CA INDEX NAME) 




IT 185629-34-9P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation of [ (tetrahydronaphthalenyl) hydroxyacetylamino] benzoate via 
reduction of [ (tetrahydronaphthalenyl) oxoacetylamino] benzoate) 
RN 185629-34-9 CAPLUS 

CN Benzoic acid, 3-f luoro-4- [ [ 2-hydroxy-2- ( 5 , 6 , 7 , 8-tetrahydro-5 , 5 , 8 , 8- 

tetramethyl-2-naphthalenyl) acetyl] amino] -, methyl ester (CA INDEX NAME) 




OS. CITING REF COUNT: 17 THERE ARE 17 CAPLUS RECORDS THAT CITE THIS 

RECORD (17 CITINGS) 

REFERENCE COUNT: 37 THERE ARE 37 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L7 ANSWER 17 OF 41 CAPLUS COPYRIGHT 2009 ACS on STN 

AB Apo and holo forms of retinoic acid receptors, and other nuclear 

receptors, display differential sensitivity to proteolytic digestion that 
likely reflects the distinct conformational states of the free and 
liganded forms of the receptor. The authors have developed a method for 
rapid peptide mapping of holo-retinoic acid receptor y that utilizes 
matrix-assisted laser-desorption-ionization time-of-f light MS to identify 
peptide fragments that are derived from the partially proteolyzed 
holo-receptor . The peptide maps of retinoic acid receptor y bound 
by four different agonists were identical, suggesting that all four 
ligands induced a similar conformational change within the ligand-binding 
domain of the receptor. In all cases, this agonist-induced conformational 
change promoted the direct association of retinoic acid receptor y with 
the transcriptional co-activator p300 and inhibited interaction of the 
receptor with the nuclear receptor co-repressor . SR11253, a compound 
previously reported to exert mixed retinoic acid receptor y 
agonist/antagonist activities in cultured cells, was found to bind 
directly to, but only weakly altered the protease-sensitivity of, the 
receptor and failed to promote interaction of the receptor with p300 or 
induce dissociation of receptor-nuclear receptor co-repressor complexes. Tl 
technique should be generally applicable to other members of the nuclear 
receptor superfamily that undergo an induced structural alteration upon 
agonist or antagonist binding, DNA binding and/or protein-protein 
interaction . 
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AB The focus of this study was to develop retinoic acid receptor (RAR) 
RARa/p selective agonists with anticancer efficacy and reduced 
toxicity associated with RARy activity. In these studies, we report 
the identification and characterization of high-affinity RARa/p 
selective agonists with limited RARy activity. These compds . 
inhibited human tumor cell line proliferation with similar efficacy to 
that observed for a pan-RAR agonist. However, for most tumor cell lines, the 
efficacy of these compds. was restricted to the micromolar range. To determine 
whether the RARa/p selective agonists could be additive or 

synergistic with existing agents, we investigated the effects of combining 

RARa/p selective agonists with various cytotoxic agents. Our 

results showed that the a/p selective retinoids dramatically 

lowered the ED of Taxol needed to induce cytotoxicity of a wide range of 

tumor cell lines. This synergy was specific to tubulin-modif ying agents 

and could not be observed with a variety of other cytotoxic agents of diverse 

function. Examination of pathways common to Taxol and retinoid signaling 

revealed that this synergy was related in part to effects on Bcl-2 

expression/phosphorylation as well as the activity of the c-Jun 

NH2-terminal kinase and activator protein-1. In contrast, the tubulin 

polymerization induced by Taxol was not further affected by cotreatment with a 

variety of retinoid receptor ligands. These observations indicate that 

potent RARa/p selective agonists may be of therapeutic benefit 

in combination with Taxol therapy. 
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Vitamin A (retinol) deficiency results in impaired response to infection 
and increased mortality. The inventors show that retinol activates 
immature dendritic cells (DC) and enhances antigen presentation via a 
cross-talk with inflammatory cytokines, whereas it increases DC death in 
the absence of these cytokines. These effects, that are mediated through 
retinoic acids and distinct nuclear retinoid receptor pathways, can be 
dissociated from each other with selective synthetic retinoids. The 
invention identifies a novel cellular target and function for retinoids, 
provides compns. and methods for modulating the immune system and for 
treating or preventing various phys . disorders in animals, preferably via 
controlling activation and/or apoptosis in antigen-presenting cells using 
selective retinoids. 
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AB The invention concerns the use of at least a compound selected among 

retinoid-type mols. for preparing a composition for preventive or curative 
treatment of bacterial colonization, deterioration in pathol. conditions 
caused by said colonization and secondary skin infections induced by said 
bacteria and more particularly by the Staphylococcus aureus. The 
invention also concerns the use of at least a compound selected among 
retinoid-type mols. in a skin cleansing composition, and a cosmetic treatment 
method for cleaning the skin or correcting its smell by applying said 
composition on the skin. The MIC of 6- [ 3- ( 1-adamantyl ) -4-methoxy-5- 
hydroxyphenyl ] -2-naphthoic acid (I) against S. aureus was 0.14 (iM. A 
tablet contained I 0.001, starch 0.114, dicalcium phosphate 0.020, silica 
0.020, lactose 0.30, talc 0.010, and magnesium stearate 0.005 g. 
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AB The retinoid 6- [ 3- ( 1-adamantyl ) -4-hydroxyphenyl ] -2-naphthalenecarboxylic 

acid (AHPN) is reported to have anticancer activity in vivo. Induction of 
cell cycle arrest and apoptosis in cancer cell lines refractory to standard 
retinoids suggests a retinoid-independent mechanism of action for AHPN. 
Conformational studies suggested that binding of AHPN does not induce an 
unusual conformation in retinoic acid receptor (RAR) y. The 
3-chloro AHPN analog MM11453 inhibited the growth of both 



retinoid-resistant (HL-60R leukemia, MDA-MB-231 breast, and H292 lung) and 
retinoid-sensitive (MCF-7 breast, LNCaP prostate, and H460 lung) cancer 
cell lines by inducing apoptosis at similar concns. Before apoptosis, 
MM11453 induced transcription factor TR3 expression and loss of 
mitochondrial membrane potential characteristic of apoptosis. MM11453 
lacked the ability to significantly activate RARs and retinoid X receptor 
a to initiate ( TREpal ) 2-tk-CAT reporter transcription. These 
results, differential proteolysis-sensitivity assays, and glutathione 
S-transf erase-pulldown expts. demonstrate that, unlike AHPN or the natural 
or standard synthetic retinoids, MM11453 does not behave as a RAR or retinoid 
X receptor a transcriptional agonist. These studies strongly 
suggest that AHPN exerts its cell cycle arrest and apoptotic activity by a 
signaling pathway independent of retinoid receptor activation. 
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AB The invention provides compns. comprising a retinoid X receptor agonist 
and an agent capable of activating protein kinase A. The invention also 



SOURCE: 



provides methods of treating hyperprolif erative diseases by administering 
a retinoid X receptor agonist and an agent capable of activating protein 
kinase A. 
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AB The human retinoic acid receptor (hRAR) belongs to the family of nuclear 



receptors that regulate transcription in a ligand-dependent way. The 
isotypes RARa, p and y are distinct pharmacol. targets for 

retinoids that are involved in the treatment of various skin diseases and 
cancers, in particular breast cancer and acute promyelocytic leukemia. 
Therefore, synthetic retinoids have been developed aiming at isotype 
selectivity and reduced side-effects. We report the crystal structures of 
three complexes of the hRARy ligand-binding domain (LBD) bound to 
agonist retinoids that possess selectivity either for RARy 
(BMS184394) or for RARp/y (CD564), or that are potent for all 
RAR-isotypes (panagonist BMS181156). The high resolution data (1.3-1.5 
A) provide a description at the atomic level of the ligand pocket 
revealing the mol. determinants for the different degrees of ligand 
selectivity. The comparison of the complexes of the chemical closely related 
retinoids BMS184394 and CD564 shows that the side-chain of Met272 adopts 
different conformations depending on the presence of a hydrogen bond 
between its sulfur atom and the ligand. This accounts for their different 
isotype selectivity. On the other hand, the difference between the pan- 
and the RARP, y-selective agonist is probably due to a steric 
discrimination at the level of the 2-naphthoic acid moiety of CD564. 
Based on this study, we propose a model for a complex with the 
RARy-specif ic agonist CD666 that shows the possible applications for 
structure-based drug design of RAR isotype-selective retinoids. (c) 2000 
Academic Press. 
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A practical procedure to prepare enantiomerically pure a-hydroxy 
amides from chiral a-hydroxy acids and electron-deficient anilines 
via N-sulf inylanilines was developed. 
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The pleiotropic effects of the natural and synthetic retinoids are 
mediated by the activation of the two subfamilies of nuclear receptors, 
the retinoic acid receptors (RARs) and the retinoic X receptors (RXRs) . 
At the mol. level, these events begin with the specific ligand recognition 
by a nuclear receptor subtype. The adaptation of ligands to the receptor 
binding site leads to an optimal number of interactions for binding and 
selectivity which justifies elucidation of the structural requirements of 
the ligand binding pocket. To explore the contribution of H6-H7 loop 
folding in the ligand-induced conformational changes explained by the 
mouse-trap model, four RARa mutants were constructed. Ligand 
binding and transactivation studies revealed that three residues from the 
H6-H7 loop (Gly301, Phe302 and Gly303) are critical for the conformational 
adaptation of both synthetic agonists and antagonists. Model building and 
anal, of both RARa-ATRA and RARa-CD 367 complexes demonstrate 

that accommodation of CD 367 results in a less tight contact of the saturated 
ring of this ligand with the amino acid side chains of the receptor 
ligand-binding pocket compared with that of ATRA. According to the 
flexibility of the agonists tested (ATRA > TTNPB = Am 580 > CD 367), we 
observed a decrease in binding that was dependent on ligand structure 
rigidity. In contrast, the binding and transactivating activities of the 
L266A mutant confirmed the structural constraints imposed by synthetic 
ligands on binding affinity for the receptor and revealed that subtle 
local rearrangements induced by specific conformational adaptation changes 
result in different binding affinities. Our results illustrate the 
dynamic nature of the interaction between RARa and its ligands and 
demonstrate the critical role of the H6-H7 loop in the binding of both 
synthetic retinoid agonists and antagonists. 
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AB The human retinoic acid receptor (hRAR) is a member of the nuclear 

receptor superfamily that regulates the transcription of target genes in a 
ligand-dependent manner. The three hRAR isotypes are targets for 
retinoids that are used in the treatment of various diseases, including 
breast cancer and skin diseases. Drug efficiency and safety depend on the 
Pharmacol, activity of enantiomers, which can differ because of the chiral 
environment generated by the target. The authors report the crystal 
structures of the hRARy ligand-binding domain bound to two 
enantiomers, the active BMS270394 and the inactive BMS270395, solved at 
1.6 A and 1.7 A resolution, resp. The crystal structures reveal that 
in both enantiomers, the hydroxyl moiety attached to the chiral center 
forms a hydrogen bond to the Met-272 sulfur atom, thus imposing a 
conformation of BMS270395 that differs significantly from that observed for 



BMS270394 and other known retinoids. BMS270395 adopts an energetically 
unfavorable conformation, accounting for its inactivity; in contrast, the 
conformation of BMS270394 is close to an energy min. The authors 
high-resolution data allow rationalization of enantiomer discrimination by 
the receptor and provide a model system for the pharmacol. properties of 
pairs . 
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Absolute stereochemistry. 
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OH F 




COOH 



Disclosed is the (R) -enantiomer of formula I, which has unexpectedly been 
found to possess all of the biol. activity of the racemic compound disclosed 
in the prior art as an RARy-specif ic agonist, for the treatment of 
dermatol. disorders, such as acne, psoriasis, premalignant lesions, and 
actinic keratosis. A method for the prevention of spontaneous squamous 
cell carcinoma in immunocompromised human transplant patients comprises 
systemic administration of a therapeutically effective amount of the compound 
I. The compound I at doses of 15 mg/kg or higher reduced both the number and 
size of papillomas in a mouse skin carcinogenesis model, while 
13-cis-retinoic acid at 50 mg/kg was inactive under these conditions. 
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AB Many synthetic retinoids have been generated that exhibit a distinct 
pattern of agonist/antagonist activities with the three retinoic acid 
receptors (RARa, RARP and RARy) . Because these retinoids 

are selective tools with which to dissect the pleiotropic functions of the 
natural pan-agonist, retinoic acid, and might constitute new therapeutic 
drugs, we have determined the structural basis of their receptor specificity 
and compared their activities in animal and yeast cells. There are only 
three divergent amino acid residues in the ligand binding pockets (LBPs) 
of RARa, RARP and RARy. We demonstrate here that the 

ability of monospecific (class I) retinoid agonists and antagonists to 
bind to and induce or inhibit transactivation by a given isotype is 
directly linked to the nature of these residues. The agonist/antagonist 
potential of class II retinoids, which bind to all three RARs but 
depending on the RAR isotype have the potential to act as agonists or 
antagonists, was also largely determined by the three divergent LBP residues. 



These mutational studies were complemented by modeling, on the basis of 
the three-dimensional structures of the RAR ligand-binding domains, and 
comparison of the retinoid agonist/antagonist activities in animal and 
yeast cells. Our results reveal the rational basis of RAR isotype 
selectivity, explain the existence of class I and II retinoids, and 
provide a structural concept of ligand-mediated antagonism. 
Interestingly, the agonist/antagonist characteristics of retinoids are r 



ot 



conserved in yeast 
with RARs in a dif 
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AB Structure-activity relationships were established for 140 synthetic 

retinoid agonists. Retinoids, natural and synthetic analogs of vitamin A, 
are activating ligands for retinoic acid receptors (RARa, p, 
and y) , members of the nuclear receptor superfamily. A QSAR study 
provides information on the type of intermol. and intramol. interactions 
the active mols. are exposed to during the course of their interaction 
with the receptor. Retinoid structures were modeled both by mol. and 
quantum mechanics and were submitted to a preliminary conformational anal, 
based on mol. dynamics. Linear and non-linear multivariate analyses were 
performed, revealing the principal electronic and structural 
characteristics leading to good affinity for each RAR subtype. Distinct 
structural features were found for each subtype: this is in agreement with 
the fact that the selectivity of the RAR subtypes results from the change 



of amino acids in the ligand cavity. Indeed, these amino-acids induce 
subtle changes in terms of steric properties and specific interactions, 
thus engendering specificity. The predictive ability of these 
relationships was validated using a large set of compds . which were not 
used to derive the model. The goal this of work was to detect 
relationships between structures and affinity for a broad range of 
retinoids in order that this model could be used in a more general manner, 
for example to impose constraints in database searching, or for use in 
automatic structure generation software. 

ACCESSION NUMBER: 1999:455007 CAPLUS 

DOCUMENT NUMBER: 131:194472 

TITLE: Quantitative structure-activity relationship studies 

of RAR a, p, y retinoid agonists 
AUTHOR(S) : Douguet, Dominique; Thoreau, Etienne; Grassy, Gerard 

CORPORATE SOURCE: Centre International Recherches Dermatologie GALDERMA, 

Sophia Antipolis, F-06902, Fr . 
SOURCE: Quantitative Structure-Activity Relationships (1999), 

18(2), 107-123 

CODEN: Q SARD I ; ISSN: 0931-8771 
PUBLISHER: Wiley-VCH Verlag GmbH 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

IT 139611-80-6 142650-22-4 142650-36-0 

241140-07-8 241140-28-3 

RL: PRP (Properties); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(QSAR studies of retinoic acid receptors a, P, y 
retinoid agonists) 
RN 139611-80-6 CAPLUS 

CN Benzoic acid, 4- [ [ 2-hydroxy-2- (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8-tetramethyl-2- 
naphthalenyl) acetyl] amino] - (CA INDEX NAME) 




RN 142650-22-4 CAPLUS 

CN Benzoic acid, 4- [ [ 2- ( 5 , 6 , 7 , 8-tetrahydro-5 , 5 , 8 , 8-tetramethyl-2- 
naphthalenyl) acetyl] amino] - (CA INDEX NAME) 




RN 142650-36-0 CAPLUS 

CN Benzoic acid, 4- [ [2-oxo-2- (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8-tetramethyl-2- 
naphthalenyl) acetyl] amino] - (CA INDEX NAME) 




RN 241140-07-8 CAPLUS 

CN Benzoic acid, 4- [ [2- (hydroxyimino) -2- (5, 6, 7, 8-tetrahydro-5, 5, 8, 8- 
tetramethyl-2-naphthalenyl) acetyl] amino] - (CA INDEX NAME) 




Me Me 



RN 241140-28-3 CAPLUS 

CN Benzoic acid, 4- [ [ 2- (propoxyimino ) -2- ( 5 , 6 , 7 , 8-tetrahydro-5 , 5 , 8 , 8- 
tetramethyl-2-naphthalenyl) acetyl] amino] - (CA INDEX NAME) 




OS. CITING REF COUNT: 
REFERENCE COUNT: 



THERE ARE 9 CAPLUS RECORDS THAT CITE THIS RECORD 
(10 CITINGS) 

THERE ARE 77 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



ANSWER 30 OF 41 CAPLUS COPYRIGHT 2009 ACS on STN 

R4C ( : X) NR3ZCRR1R2 [I; R = pyrrolyl, imidazolyl, triazolyl, pyridinyl, 
etc.; Rl = H, OH, alkyl, aryl; R2 = H, (un) substituted alkyl, 
(hetero) aryl, etc.; R3 = H, (ar) alkyl, (hetero) aryl, etc.; R4 = H, OH, 
(un) substituted alkyl, alkoxy, etc.; X = O, S, NR3 ; Z = 1 , 4-phenylene ] 
were prepared Thus, 4- (AcHN) C6H4CHRCHMe2 (II; R = OH) was O-mesylated and 
the product condensed with 1H-1 , 2 , 4-tr iazole to give II (R = 
1H-1, 2, 4-triazol-l-yl) . Data for biol. activity of I were given. 
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AB All-trans and 9-cis retinoic acids (RA) signals are transduced by retinoic 
acid receptor/retinoid X receptor (RAR/RXR) heterodimer s that act as 
functional units controlling the transcription of RA-responsive genes. 
With the aim of elucidating the underlying mol. mechanisms, we have 
developed an in vitro transcription system using a chromatin template made 
up of a minimal promoter and a direct repeat with 5-spacing-based RA 
response element. RARa and RXRa were expressed in and 
purified from baculovirus-inf ected Sf9 cells, and transcription was 
carried out by using naked DNA or chromatin templates. Transcription from 
naked templates was not affected by the presence of RA and/or RAR/RXR 
heterodimers . In contrast, very little transcription occurred from 
chromatin templates in the absence of RA or RAR/RXR heterodimers whereas 
their addition resulted in a dosage-dependent stimulation of transcription 
that never exceeded that occurring on naked DNA templates. Most 
importantly, the addition of synthetic agonistic or antagonistic retinoids 
the chromatin transcription system mimicked their stimulatory or 
inhibitory action in vivo, and activation by a RXR-specific retinoid was 
subordinated to the binding of an agonist ligand to the RAR partner. 
Moreover, the addition of the p300 coactivator generated a synergistic 
enhancement of transcription. Thus, the dissection of this transcription 
system ultimately should lead to the elucidation of the mol. mechanisms by 
which RAR/RXR heterodimers control transcription in a ligand-dependent 
manner . 
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A method of inhibiting endothelin-1 in a subject, comprising administering 
to the subject an inhibiting amount of a suitable retinoid or 
retinoid-related mol., and a method of treating pain and diseases associated 
with the presence of increased levels of endothelin-1 in subjects, 
comprising administering an endothelin-l-inhibiting amount of a suitable 
retinoid or retinoid-related mol., are provided. 
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OTHER SOURCE(S): MARPAT 129:310907 

IT 166182-23-6 166182-23-6D, derivs. 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(retinoid related mols. for the inhibition of endothelin-1 overprodn. 
in disease and for treating pain) 
RN 166182-23-6 CAPLUS 

CN Benzoic acid, 4- [ [ (2Z) - (hydroxyimino) (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8- 
tetramethyl-2-naphthalenyl) acetyl] amino] - (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 

C02H 




Me Me 



RN 166182-23-6 CAPLUS 

CN Benzoic acid, 4- [ [ (2Z) - (hydroxyimino) (5, 6, 7, 8-tetrahydro-5, 5, 8, 8- 
tetramethyl-2-naphthalenyl) acetyl] amino]- (9CI) (CA INDEX NAME) 



Double bond geometry as shown. 




Me Me 
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AB The nuclear retinoid receptors RARs and RXRs are transcriptional 

regulators whose activity is mediated by their ligand-binding domain. The 
crystal structures of the unliganded human (apo) hRXRa ligand-binding 
domain and of the all-trans retinoic acid-liganded (holo) hRARy 
ligand-binding domain have been described. The authors report the crystal 
structures of the hRARy ligand-binding domain bound to either its 
other natural ligand 9-cis retinoic acid, or an RARy-selective 
synthetic agonist (BMS961). The two bound RA stereoisomers exhibit a 
striking structural resemblance, as their intrinsic flexibility allows 
them to fit into a unique ligand-binding pocket. The shape of BMS961 is a 
combination of those of the natural ligands and an addnl. 
RARy-specif ic hydrogen bond is responsible for the RARg isotype 
selectivity. All three agonist mols. fill almost entirely the ligand 
cavity and lead to an identical holo-ligand-binding domain protein 
conformation, thus accounting for their similar effect on RAR 
transactivation . The selectivity of different RAR ligands can now be 
explained using BMS961 as a template. The present conclusions are not 
limited to RARy and can be extended to the other members of the 
retinoid family. 

ACCESSION NUMBER: 1998:191348 CAPLUS 

DOCUMENT NUMBER: 129:1856 

ORIGINAL REFERENCE NO.: 1 2 9 : 463a, 46 6a 

TITLE: Conformational adaptation of agonists to the human 

nuclear receptor RARy 
AUTHOR(S): Klaholz, B. P.; Renaud, J. -P.; Mitschler, A.; Zusi, 

C; Chambon, P.; Gronemeyer, H . ; Moras, D. 
CORPORATE SOURCE: Institut de Genetique et de Biologie Moleculaire et 

Cellulaire, Universite Louis Pasteur, Illkirch, 

F-67404, Fr. 

SOURCE: Nature Structural Biology (1998), 5(3), 199-202 

CODEN: NSBIEW; ISSN: 1072-8368 
PUBLISHER: Nature America 

DOCUMENT TYPE: Journal 
LANGUAGE: English 
IT 185629-22-5, BMS961 

RL: BPR (Biological process); BSU (Biological study, unclassified); PRP 



(Properties); BIOL (Biological study); PROC (Process) 

(crystal structures of human retinoic acid receptor y complexes 
with ligands and agonist BMS961 show conformational adaptation of 
ligands ) 
RN 185629-22-5 CAPLUS 

CN Benzoic acid, 3-f luoro-4- [ [ 2-hydroxy-2- (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8- 
tetramethyl-2-naphthalenyl) acetyl] amino]- (CA INDEX NAME) 
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Methods and compns. are provided for treating an animal, preferably a 
human, suffering from or predisposed to a phys . disorder by administering 
an effective amount of a composition comprising at least one RAR antagonist, 
preferably an RARa antagonist, and at least one RXR agonist. The 
combination of an RXR agonist, which has no therapeutic effects alone, 
with an RAR antagonist allows the use of lower doses of the RAR antagonist 
than were previously thought to be efficacious; this approach obviates 
many of the undesirable physiol. side-effects of treatment with RAR 



antagonists . 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
ORIGINAL REFERENCE NO.: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 



SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1998:163484 CAPLUS 
128:213409 
128:42141a, 42144a 

Therapeutic combinations of RAR antagonists and RXR 
agonists 

Chambon, Pierre; Gronemeyer, Hinrich; Reczek, Peter 
R.; Ostrowski, Jacek 

Institut National De La Sante Et De La Recherche 

Medicale, Fr . ; Centre National De La Recherche 

Scientif ique; Universite Louis Pasteur; Bristol-Myers 

Squibb Company 

PCT Int. Appl., 51 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



WO 9808546 
WO 9808546 



19980305 
19980423 



APPLICATION NO. 



WO 1997-US15155 



W: AU, CA, IL, JP, MX, NO 



RW: AT, 

CA 2263817 
AU 9741674 
AU 731060 
EP 928200 
EP 928200 



BE, CH, DE, DK, ES, FI, FR, GB, GR, IE, IT, 

CA 1997-2263817 
AU 1997-41674 



19980305 
19980319 
20010322 
19990714 
20030409 



LU, MC, NL, 

19970 
19970 



PT, SE 

828 



EP 1997-939631 



R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
IE, FI 

US 6130230 A 20001010 US 1997-919318 19970828 

JP 2001500486 T 20010116 JP 1998-511906 19970828 

AT 236654 T 20030415 AT 1997-939631 19970828 

ES 2196361 T3 20031216 ES 1997-939631 19970828 

NO 9900912 A 19990427 NO 1999-912 19990225 

US 6653322 Bl 20031125 US 2000-619308 20000719 

PRIORITY APPLN. INFO.: US 1996-24772P P 19960828 

US 1997-919318 A3 19970828 

WO 1997-US15155 W 19970828 

IT 185629-22-5 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; BIOL (Biological study) 

(therapeutic combinations of RAR antagonists and RXR agonists) 
RN 185629-22-5 CAPLUS 

CN Benzoic acid, 3-f luoro-4- [ [ 2-hydroxy-2- ( 5 , 6 , 7 , 8-tetrahydro-5 , 5 , 8 , 8- 
tetramethyl-2-naphthalenyl) acetyl] amino] - (CA INDEX NAME) 
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AB Retinobenzoic acid derivs. I (Rl - R6 = independently H, alkyl; R7 = H, 
carboxy protecting group; X = halo, alkyl, alkyloxy, OH, CF3; Y = H, F, 
CI, Me; n = 1 - 4), potentially useful for treating dermatol. disorders, 
were prepared and tested for retinoid receptor activity. Derivs. I 
selectively interact with the retinoic acid subtype receptor RARy 
and were found to lack the liver toxicity associated with systemic 
administration of non-selective retinoids. Thus, I [Rl - R4 = Me, 
(R5R6C)n = (CH2)2, R7 = Y = H, X = F] was prepared from 

1, 1, 4, 4-tetramethyltetralin, ClCOC02Et, and 3-F-4-N02C6H3Me and tested for 
retinoid receptor activation activity. I [Rl - R4 = Me, (R5R6C)n = 
(CH2)2, R7 = X = Y = H] showed transactivation ratios of 66.7, 50 and 6.7, 
compared with retinoic acid, for the a, p, and y retinoid 
receptors, resp. 

ACCESSION NUMBER: 1997:72260 CAPLUS 

DOCUMENT NUMBER: 126:89602 

ORIGINAL REFERENCE NO.: 126:17307a 



INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



Preparation and RARy-specif ic retinoid receptor 

transactivation of retinobenzoic acid derivatives 

Swann, R. Thomas; Smith, Daniel; Tramposch, Kenneth 

M. ; Zusi, Fred Christopher 

Bristol-Myers Squibb Company, USA 

Eur. Pat. Appl., 19 pp. 

CODEN: EPXXDW 

Patent 

English 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



EP 747347 Al 19961211 EP 1996-401097 19960520 
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R: AT, BE, CH, DE, DK, ES, FI, FR, GB, GR, IE, IT, LI, LU, MC, NL, 

PT, SE 



US 5624957 

CA 2175854 
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ES 2136950 
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AU 9654717 

AU 693352 

US 5760084 

GR 3031517 
PRIORITY APPLN. INFO 
OTHER SOURCE (S) : 
IT 139611-80-6P 

185629-24-7P 

185629-27-0P 

185629-30-5P 

RL: BAC (Biologic 
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19980602 
20000131 



US 1995-467429 
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JP 1996-142621 
AU 1996-54717 

US 1996-724979 
GR 1999-402612 
US 1995-467429 



19950606 
19960506 
19960520 
19960520 
19960605 
19960605 

19961004 
19991013 
19950606 



MARPAT 126:89602 
185629-22-5P 185629-23-6P 



185629-25-8P 
185629-28-1P 



185629-26-9P 
185629-29-2P 



activity or effector, except adverse) ; BSU (Biologica 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation and RARy-specif ic retinoid receptor transactivation of 
retinobenzoic acid derivs.) 
139611-80-6 CAPLUS 

Benzoic acid, 4- [ [ 2-hydroxy-2- ( 5 , 6 , 7, 8-tetrahydro-5 , 5, 8, 8-tetramethyl-2- 
naphthalenyl) acetyl] amino] - (CA INDEX NAME) 




RN 185629-22-5 CAPLUS 

CN Benzoic acid, 3-f luoro-4- [ [2-hydroxy-2- (5, 6, 7, 8-tetrahydro-5, 5, 8, 8- 
tetramethyl-2-naphthalenyl) acetyl] amino] - (CA INDEX NAME) 




F 



Me Me 

RN 185629-23-6 CAPLUS 

CN Benzoic acid, 4- [ [ 2-hydroxy-2- (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8-tetramethyl-2- 
naphthalenyl) acetyl] amino] -3- (trif luoromethyl ) - (CA INDEX NAME) 




Me Me 



RN 185629-24-7 CAPLUS 

CN Benzoic acid, 4- [ [ 2-hydroxy-2- ( 5 , 6 , 7 , 8-tetrahydro-5 , 5 , 8 , 8-tetramethyl-2- 
naphthalenyl) acetyl] amino] -3-methoxy- (CA INDEX NAME) 




Me Me 



RN 185629-25-8 CAPLUS 

CN Benzoic acid, 3-bromo-4- [ [ 2-hydroxy-2- (5, 6, 7, 8-tetrahydro-5, 5, 8, 8- 
tetramethyl-2-naphthalenyl) acetyl] amino] - (CA INDEX NAME) 




Me Me 



RN 185629-26-9 CAPLUS 

CN Benzoic acid, 3-chloro-4- [ [ 2-hydroxy-2- (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8- 
tetramethyl-2-naphthalenyl) acetyl] amino] - (CA INDEX NAME) 




CI 



Me Me 

RN 185629-27-0 CAPLUS 

CN Benzoic acid, 3-hydroxy-4- [ [ 2-hydroxy-2- ( 5 , 6 , 7 , 8-tetrahydro-5 , 5 , 8 , 8- 
tetramethyl-2-naphthalenyl) acetyl] amino] - (CA INDEX NAME) 




Me Me 



RN 185629-28-1 CAPLUS 

CN Benzoic acid, 4- [ [ 2-hydroxy-2- ( 5 , 6 , 7 , 8-tetrahydro-5 , 5 , 8 , 8-tetramethyl-2- 
naphthalenyl) acetyl] amino] -3-methyl- (CA INDEX NAME) 




Me Me 



RN 185629-29-2 CAPLUS 

CN Benzoic acid, 4- [ [ 2-hydroxy-2- ( 5 , 6 , 7 , 8-tetrahydro-5 , 5 , 8 , 8-tetramethyl-2- 
naphthalenyl) acetyl] amino] -3, 5-dimethyl- (CA INDEX NAME) 




Me Me 



RN 185629-30-5 CAPLUS 

CN Benzoic acid, 3 , 5-dichloro-4- [ [ 2-hydroxy-2- ( 5, 6 , 7 , 8-tetrahydro-5 , 5 , 8 , 8- 
tetramethyl-2-naphthalenyl) acetyl] amino] - (CA INDEX NAME) 




IT 185629-33-8P 185629-34-9P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and RARy-specif ic retinoid receptor transactivation of 
retinobenzoic acid derivs.) 
RN 185629-33-8 CAPLUS 

CN Benzoic acid, 3-f luoro-4- [ [2-oxo-2- (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8-tetramethyl- 
2-naphthalenyl) acetyl] amino] -, methyl ester (CA INDEX NAME) 




Me Me 



RN 185629-34-9 CAPLUS 

CN Benzoic acid, 3-f luoro-4- [ [2-hydroxy-2- (5, 6, 7, 8-tetrahydro-5, 5, 8, 8- 

tetramethyl-2-naphthalenyl) acetyl] amino] -, methyl ester (CA INDEX NAME) 



0 




Me Me 
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The title compds . [I; A = (un) substituted phenylene, pyridinediyl , 
furandiyl, thiophenediyl , etc.; Rl = (un) substituted Me, alkoxy, etc.; R 
R3 = H, (un) branched alkyl, alkoxy, alkylthio, etc.; R4 = H, halogen, 
alkyl, etc.; X = H, alkyl; Y = (un) substituted alkyl, etc.] [e.g., 
syn-4- [a-hydroxyhexyloxyimino- (5,6,7, 8-tetrahydro-5 , 5,8,8- 
tetramethyl-2-naphthyl) acetamido] benzoic acid; m.p. 183-186°], 
useful in pharmaceutical (no data) and cosmetic formulations (no data) , 
e prepared and I-containing formulations presented. 
1996:628360 CAPLUS 
125:275432 
125:51501a, 51504a 

Preparation of biaromatic amides and pharmaceutical 
and cosmetic compositions containing them 
Bernardon, Jean-Michel; Vigne, Laurence 
Centre International De Recherches Dermatologiques 
Galderma (C.I.R.D. Galderma) , Fr . 
Eur. Pat. Appl., 2 4 pp. 
CODEN: EPXXDW 
Patent 
French 
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LANGUAGE : 
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PATENT INFORMATION: 
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BR 9600612 
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19990810 
20010109 
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ES 1996-400251 
AU 1996-44447 

ZA 1996-1147 
CA 1996-2170065 

JP 1996-35257 

BR 1996-612 
US 1996-605960 
US 1999-246715 
FR 1995-2133 
US 1996-605960 



OTHER SOURCE (S) : 
IT 142650-89-3P 
182206-02-6P 
182206-05-9P 
182206-09-3P 



19960206 
19960206 
19960212 

19960213 
19960222 

19960222 

19960223 
19960223 
19990209 
A 19950223 
A3 19960223 



MARPAT 125:275432 
166182-61-2P 182206-01-5P 
182206-03-7P 182206-04-8P 
182206-06-OP 182206-07-1P 
182206-10-6P 

RL: RCT (Reactant); SPN (Synthetic preparation); 
(Reactant or reagent) 

(preparation of biarom. amides and pharmaceutical and cosmetic compns. 

containing them) 
142650-89-3 CAPLUS 

Benzoic acid, 4- [ [2-oxo-2- (5, 6, 7, 8-tetrahydro-5 , 5,8, 8-tetramethyl-2- 
naphthalenyl) acetyl] amino] -, 2-propen-l-yl ester (CA INDEX NAME) 



PREP (Preparation); RACT 



0 0 

II II 

- C- C- NH- 



C— 0- CH2- CH= CH2 



166182-61-2 CAPLUS 

Benzoic acid, 4- [ [2- (hydroxyimino) -2- (5, 6, 7, 8-tetrahydro-5, 5, 8, 
tetramethyl-2-naphthalenyl ) acetyl] amino] -, 2-propen-l-yl ester 
NAME ) 



Me Me HO-N 0 
l^U^l C- C- NH- 



C-0-CH2-CH=CH2 



RN 182206-01-5 CAPLUS 

CN Benzoic acid, 4- [ [ [ [ ( 8-hydroxyoctyl ) oxy] imino] ( 5, 6 , 7, 8-tetrahydro-5 , 5, 8 , 
tetramethyl-2-naphthalenyl) acetyl] amino] -, 2-propenyl ester, (Z)- (9CI) 
(CA INDEX NAME) 

Double bond geometry as shown. 




RN 182206-02-6 CAPLUS 

CN Benzoic acid, 4- [ [ [ [ ( 7-hydroxyheptyl ) oxy ] imino ] ( 5 , 6 , 7 , 8-tetrahydro-5 , 5 , 8 , 8- 
tetramethyl-2-naphthalenyl ) acetyl] amino] -, 2-propenyl ester, (Z)- (9CI) 
(CA INDEX NAME) 



Double bond geometry as shown. 




Me Me 



RN 182206-03-7 CAPLUS 

CN Benzoic acid, 4- [ [ [ ( 3-hydroxypropoxy ) imino ] ( 5 , 6 , 7 , 8-tetrahydro-5 , 5 , 8 , 8- 
tetramethyl-2-naphthalenyl) acetyl] amino] -, 2-propenyl ester, (E) - (9CI) 
(CA INDEX NAME) 

Double bond geometry as shown. 



H 




RN 182206-04-8 CAPLUS 

CN Benzoic acid, 4- [ [ [ [ ( 1 0-hydroxydecyl ) oxy ] imino ] ( 5 , 6 , 7 , 8-tetrahydro-5 , 5 , 8 , 8- 
tetramethyl-2-naphthalenyl) acetyl] amino] -, 2-propenyl ester, (Z)- (9CI) 
(CA INDEX NAME) 



Double bond geometry as shown. 




Me Me 



RN 182206-05-9 CAPLUS 

CN Benzoic acid, 4- [ [ [ [ ( 9-hydroxynonyl ) oxy ] imino ] ( 5 , 6 , 7 , 8-tetrahydro-5 , 5 , 8 , 8- 
tetramethyl-2-naphthalenyl) acetyl] amino] -, 2-propenyl ester, (Z)- (9CI) 
(CA INDEX NAME) 

Double bond geometry as shown. 




Me Me 



RN 182206-06-0 CAPLUS 

CN Benzoic acid, 4- [ [ [ (phenylmethoxy ) imino] (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8- 

tetramethyl-2-naphthalenyl) acetyl] amino] -, 2-propenyl ester, (Z)- (9CI) 
(CA INDEX NAME) 



Double bond geometry as shown. 




Me Me 



RN 182206-07-1 CAPLUS 

CN Benzoic acid, 4- [ [ l-oxo-2- ( 5 , 6 , 7 , 8-tetrahydro-5 , 5 , 8 , 8-tetramethyl-2- 

naphthalenyl ) -4,6, 9-trioxa-3-azadec-2-en-l-yl ] amino] -, 2-propenyl ester, 
(Z)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




Me Me 



RN 182206-09-3 CAPLUS 

CN Benzoic acid, 4- [ [ l-oxo-2- ( 5 , 6 , 7 , 8-tetrahydro-5 , 5 , 8 , 8-tetramethyl-2- 

naphthalenyl) -4, 6, 9-trioxa-3-azadec-2-en-l-yl] amino] -, methyl ester, (Z) 
(9CI) (CA INDEX NAME) 



Double bond geometry as shown. 




RN 182206-10-6 CAPLUS 

CN Benzoic acid, 4- [ [ l-oxo-2- ( 5 , 6 , 7 , 8-tetrahydro-5 , 5 , 8 , 8-tetramethyl-2- 

naphthalenyl ) -4, 6, 9-trioxa-3-azadec-2-en-l-yl ] amino] -, methyl ester, (E)- 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




182205-81-8P 182205-82-9P 182205-83-0P 

182205-84-1P 182205-85-2P 182205-86-3P 

182205-87-4P 182205-88-5P 182205-89-6P 

182205-90-9P 182205-91-OP 182205-92-1P 

182205-93-2P 182205-94-3P 182205-95-4P 

182205-96-5P 182205-97-6P 182205-98-7P 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(preparation of biarom. amides and pharmaceutical and cosmetic compns. 

containing them) 
182205-81-8 CAPLUS 

Benzoic acid, 4- [ [ [ [ ( 6-hydroxyhexyl ) oxy] imino] (5,6,7, 8-tetrahydro-5 , 5,8,8 
tetramethyl-2-naphthalenyl) acetyl] amino] -, 2-propenyl ester, (Z)- (9CI) 
(CA INDEX NAME) 



Double bond geometry as shown. 




Me Me 



RN 182205-82-9 CAPLUS 

CN Benzoic acid, 4- [ [ [ [ ( 6-hydroxyhexyl ) oxy ] imino ] ( 5 , 6 , 7 , 8-tetrahydro-5 , 5 , 8 , 8- 
tetramethyl-2-naphthalenyl) acetyl] amino] -, (Z)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




Me Me 



RN 182205-83-0 CAPLUS 

CN Benzoic acid, 4- [ [ [ [ ( 6-hydroxyhexyl ) oxy ] imino ] ( 5 , 6 , 7 , 8-tetrahydro-5 , 5 , 8 , 8- 
tetramethyl-2-naphthalenyl) acetyl] amino]-, (E)- (9CI) (CA INDEX NAME) 



Double bond geometry as shown. 




Me Me 



RN 182205-84-1 CAPLUS 

CN Benzoic acid, 4- [ [ [ [ ( 6-ethoxy-6-oxohexyl ) oxy] imino] (5, 6, 7, 8-tetrahydro- 

5, 5, 8, 8-tetramethyl-2-naphthalenyl) acetyl] amino] -, 2-propenyl ester, (Z)- 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




Me Me 



RN 182205-85-2 CAPLUS 

CN Benzoic acid, 4- [ [ [ [ ( 6-ethoxy-6-oxohexyl ) oxy] imino] (5, 6, 7, 8-tetrahydro- 
5, 5, 8, 8-tetramethyl-2-naphthalenyl) acetyl] amino] -, (Z)- (9CI) (CA INDEX 
NAME) 



Double bond geometry as shown. 




Me Me 

RN 182205-86-3 CAPLUS 

CN Benzoic acid, 4- [ [ [ [ ( 8-hydroxyoctyl ) oxy ] imino ] ( 5 , 6 , 7 , 8-tetrahydro-5 , 5 , 8 , 
tetramethyl-2-naphthalenyl) acetyl] amino] -, (Z)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




OH 



Me Me 



RN 182205-87-4 CAPLUS 

CN Benzoic acid, 4- [[( 2E )-[[( 8-hydroxyoctyl ) oxy ] imino ]( 5 , 6 , 7 , 8-tetrahydro- 
5, 5, 8, 8-tetramethyl-2-naphthalenyl) acetyl] amino] - (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




Me Me 



RN 182205-88-5 CAPLUS 

CN Benzoic acid, 4- [ [ [ [ ( 7-hydroxyheptyl ) oxy ] imino ] ( 5 , 6 , 7 , 8-tetrahydro-5 , 5 , 8 , 8- 
tetramethyl-2-naphthalenyl) acetyl] amino]-, (Z)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 



C02H 




Me Me 



RN 182205-89-6 CAPLUS 

CN Benzoic acid, 4- [[( 2E )-[[( 7-hydroxyheptyl ) oxy ] imino ]( 5 , 6 , 7 , 8-tetrahydro- 
5, 5, 8, 8-tetramethyl-2-naphthalenyl) acetyl] amino] - (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




Me Me 



RN 182205-90-9 CAPLUS 

CN Benzoic acid, 4- [ [ [ [ (5-carboxypentyl) oxy] imino] (5, 6, 7, 8-tetrahydro-5, 5, 8, 8- 
tetramethyl-2-naphthalenyl) acetyl] amino]-, (Z)- (9CI) (CA INDEX NAME) 



Double bond geometry as shown. 




Me Me 



RN 182205-91-0 CAPLUS 

CN Benzoic acid, 4- [ [ [ ( 3-hydroxypropoxy ) imino ] ( 5 , 6 , 7 , 8-tetrahydro-5 , 5 , 8 , 8 
tetramethyl-2-naphthalenyl) acetyl] amino] -, (E) - (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




Me Me 



RN 182205-92-1 CAPLUS 

CN Benzoic acid, 4- [[[( 3-hydroxypropoxy ) imino ]( 5 , 6 , 7 , 8-tetrahydro-5 , 5 , 8 , 8 
tetramethyl-2-naphthalenyl) acetyl] amino] -, (Z)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




Me Me 



RN 182205-93-2 CAPLUS 

CN Benzoic acid, 4- [ [ [ ( 4-ethoxy-4-oxobutoxy ) imino ] ( 5 , 6 , 7 , 8-tetrahydro-5 , 5 , 8 , 8- 
tetramethyl-2-naphthalenyl) acetyl] amino]-, (Z)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 



Me Me 

RN 182205-94-3 CAPLUS 

CN Benzoic acid, 4- [ [ [ [ ( 1 0-hydroxydecyl ) oxy ] imino ] ( 5 , 6 , 7 , 8-tetrahydro-5 , 5 , 8 , 8- 
tetramethyl-2-naphthalenyl) acetyl] amino] -, (Z)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 



Me Me 

RN 182205-95-4 CAPLUS 

CN Benzoic acid, 4- [ [ [ [ ( 9-hydroxynonyl ) oxy ] imino ] ( 5 , 6 , 7 , 8-tetrahydro-5 , 5 , 8 , 8- 
tetramethyl-2-naphthalenyl) acetyl] amino]-, (Z)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




C02H 




C02H 




Me Me 



RN 182205-96-5 CAPLUS 

CN Benzoic acid, 4- [ [ [ (phenylmethoxy ) imino] (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8- 

tetramethyl-2-naphthalenyl) acetyl] amino] -, (Z)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




Me Me 



RN 182205-97-6 CAPLUS 

CN Benzoic acid, 4- [ [ l-oxo-2- ( 5 , 6 , 7, 8-tetrahydro-5 , 5 , 8 , 8-tetramethyl-2- 

naphthalenyl) -4, 6, 9-trioxa-3-azadec-2-en-l-yl ] amino] -, (Z)- (9CI) (CA 
INDEX NAME) 



Double bond geometry as shown. 




Me Me 



RN 182205-98-7 CAPLUS 

CN Benzoic acid, 4- [ [ [ ( 4-ethoxy-4-oxobutoxy ) imino ] ( 5 , 6 , 7 , 8-tetrahydro-5 , 5 , 8 , 8- 
tetramethyl-2-naphthalenyl ) acetyl] amino] -, 2-propenyl ester, (Z)- (9CI) 
(CA INDEX NAME) 

Double bond geometry as shown. 




Me Me 
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AB By using RAR type (a, (3, or y) -specific synthetic 

retinoids and a pan-retinoic X receptor (RXR) -specif ic ligand, the authors 
have investigated the contribution of RARs and RXRs in the activation of 
RA target genes and the differentiation of embryonal carcinoma cells. The 
authors demonstrate cell-type- and promoter context-dependent functional 
redundancies that differ between the three RAR types for mediating the 
induction of RARP2 and Hoxa-1 in wild-type, RARy- / - and 
RARa-/- F9 cells and in P19 cells. The extent of redundancy between 
RARs is further modulated by the synergistic activation of RXRs with a 
pan-RXR agonist. The authors also demonstrate that the expression of 
RARP2 is auto-inducible in RARy-/- but not in wild-type F9 



cells, indicating that the functional redundancies observed between RARs in 
gene disruption studies can be artif actually generated. Thus, even though 
all three RARs can functionally substitute each other for inducing the 
expression of RA target genes and cell differentiation, one RAR can 
cell-specifically override the activity of the other RARs. Interestingly, 
only RARy can mediate the retinoic acid-induced differentiation of 
wild-type F9 cells, whereas the differentiation of P19 cells can be 
mediated by either RARa or RARy. 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
ORIGINAL REFERENCE NO. 
TITLE: 



CORPORATE SOURCE: 



1996:367068 CAPLUS 
125:104411 
125:19259a, 19262a 

Cell-type and promoter-context dependent retinoic acid 
receptor (RAR) redundancies for RAR(32 and Hoxa-1 
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(retinoic acid receptor (RAR) redundancies for RARP2 and Hoxa-1 
activation by retinoids in embryonal carcinoma cells in relation to 
differentiation can be artif actually generated by gene knockouts) 
RN 185629-22-5 CAPLUS 

CN Benzoic acid, 3-f luoro-4- [ [2-hydroxy-2- (5, 6, 7, 8-tetrahydro-5, 5, 8, 8- 
tetramethyl-2-naphthalenyl) acetyl] amino] - (CA INDEX NAME) 
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Thirty-five title compds . were prepared, claimed under formula I [Z = CONH, 
NHCO; Ar = (un) substituted bivalent bridge selected from (un) substituted 
benzene, pyridine, furan, thiophene, or 1-substituted pyrrole nuclei; Rl = 
H, Me, CH20H, OH, formyl, SH, or their derivs.; X = H, alkyl; Y = NH2, 
CH20H, formyl, carboxyalkyl , or their derivs.; R2, R3 = H, alkyl, OH, SH, 
or their derivs.; or R2R3 forms a carbo- or heterocyclic ring; R4 = H, 
halo, alkyl, OH or derivs.]. The compds. are said to show marked effects 
on cellular differentiation and proliferation, and are useful for treating 
a variety of conditions, particularly dermatol. disorders (no data) . For 
example, naphthaldehyde derivative II (R = CHO) was treated with NaCN and 
(NH4)2C03 to give 87% imidazolinedione derivative II (R = Q) , which was 
hydrolyzed with NaOH to give 64% glycine derivative II [R = CH (NH2 ) C02H ] . 
This underwent a sequence of protection as the N-BOC derivative (82%), 
amidation of the acid function with benzyl 4-aminobenzoate using DCC and 
DMAP (64%), removal of the BOC group with Me3SiI (99%), and ester 
hydrolysis with NaOH in MeOH-THF (83%), to give title compound III. 
Syntheses of all 35 I, four oral formulations of I, and six topical 
formulations are described. 
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RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(intermediate; preparation of new bi-aromatic amide derivs. as 
pharmaceuticals 

and cosmetics) 
RN 166182-57-6 CAPLUS 

CN Benzoic acid, 4- [ [ 2- [ [ ( 1 , 1-dimethylethoxy ) carbonyl ] amino ] -2- ( 5 , 6 , 7 , 8- 

tetrahydro-5, 5,8, 8-tetramethyl-2-naphthalenyl ) acetyl] amino] -, phenylmethyl 
ester (CA INDEX NAME) 




RN 166182-58-7 CAPLUS 

CN Benzoic acid, 4- [ [2-amino-2- (5, 6, 7, 8-tetrahydr o-5 , 5, 8, 8-tetramethyl-2- 
naphthalenyl) acetyl] amino] -, phenylmethyl ester (CA INDEX NAME) 




RN 166182-59-8 CAPLUS 

CN Benzoic acid, 4- [ [2- (methoxyimino) -2- (5, 6, 7, 8-tetrahydro-5, 5, 8, 8- 

tetramethyl-2-naphthalenyl) acetyl] amino] -, 2-propen-l-yl ester (CA INDEX 
NAME) 



Me Me MeO — N 0 

ii ii 

( Y\ ^1 C-C-NH- 



C— 0- CH2- CH= CH2 



166182-60-1 CAPLUS 

Benzoic acid, 4- [ [2- (acetylamino) -2- (5, 6,7, 8-tetrahydro-5 , 5,8,8- 
tetramethyl-2-naphthalenyl ) acetyl] amino] -, phenylmethyl ester (CA INDEX 
NAME) 




RN 166182-61-2 CAPLUS 

CN Benzoic acid, 4- [ [2- (hydroxyimino) -2- (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8- 

tetramethyl-2-naphthalenyl) acetyl] amino] -, 2-propen-l-yl ester (CA INDEX 
NAME) 




RN 166182-65-6 CAPLUS 

CN 2-Naphthaleneacetic acid, 5, 6, 7, 8-tetrahydro-5 , 5, 8, 8-tetramethyl-a- 

[ [ [ 4- [ ( 2-propen-l-yloxy ) car bony 1 ] phenyl] amino] car bony 1 ] -, methyl ester 
(CA INDEX NAME) 




RN 166182-71-4 CAPLUS 

CN Benzoic acid, 4- [ [3-amino-l, 3-dioxo-2- (5, 6, 7, 8-tetrahydro-5, 5, 8, 8- 



tetramethyl-2-naphthalenyl ) propyl ] amino] -, 2-propen-l-yl ester (CA INDEX 
NAME ) 



0 




C-0-CH2-CH=CH2 



Me Me 



RN 166182-72-5 CAPLUS 

CN Benzoic acid, 4- [ [ 2- [ [ ( 1 , 1-dimethylethoxy ) carbonyl ] amino ] -2- ( 5 , 6 , 7 , 8- 

tetrahydro-5, 5,8, 8-tetramethyl-2-naphthalenyl ) acetyl] amino] -2-hydroxy-, 
2-propen-l-yl ester (CA INDEX NAME) 




Me Me 



RN 166182-80-5 CAPLUS 

CN Benzoic acid, 4- [ [ (propoxyimino) (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8-tetramethyl-2- 
naphthalenyl) acetyl] amino] -, 2-propenyl ester, (Z)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




Me Me 



RN 166182-81-6 CAPLUS 

CN Benzoic acid, 4- [ [ (propoxyimino) (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8-tetramethyl-2- 
naphthalenyl) acetyl] amino] -, 2-propenyl ester, (E)- (9CI) (CA INDEX NAME) 



Double bond geometry as shown. 




Me Me 



RN 166182-82-7 CAPLUS 

CN Benzoic acid, 4- [ [ [ (hexyloxy) imino] (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8-tetramethyl- 
2-naphthalenyl) acetyl] amino] -, 2-propenyl ester, (Z)- (9CI) (CA INDEX 
NAME) 

Double bond geometry as shown. 




Me Me 



RN 166182-83-8 CAPLUS 

CN Benzoic acid, 4- [ [ [ (hexyloxy) imino] (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8-tetramethyl- 
2-naphthalenyl) acetyl] amino] -, 2-propenyl ester, (E)- (9CI) (CA INDEX 
NAME) 

Double bond geometry as shown. 




RN 166182-84-9 CAPLUS 

CN Benzoic acid, 4- [ [ [ (heptyloxy) imino] (5, 6, 7, 8-tetrahydro-5, 5, 8, 8- 



tetramethyl-2-naphthalenyl ) acetyl ] amino] -, 2-propenyl ester, (Z)- (9CI) 
(CA INDEX NAME ) 

Double bond geometry as shown. 




Me Me 



RN 166182-85-0 CAPLUS 

CN Benzoic acid, 4- [ [ [ (heptyloxy) imino] (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8- 

tetramethyl-2-naphthalenyl) acetyl] amino] -, 2-propenyl ester, (E)- (9CI) 
(CA INDEX NAME) 

Double bond geometry as shown. 




RN 166182-86-1 CAPLUS 

CN Benzoic acid, 4- [ [ [ (nonyloxy) imino] (5, 6, 7, 8-tetrahydro-5, 5, 8, 8-tetramethyl- 
2-naphthalenyl) acetyl] amino] -, 2-propenyl ester, (Z)- (9CI) (CA INDEX 
NAME) 



Double bond geometry as shown. 




Me Me 



RN 166182-87-2 CAPLUS 

CN Benzoic acid, 4- [ [ [ (nonyloxy) imino] (5, 6, 7, 8-tetrahydro-5, 5, 8, 8-tetramethyl- 
2-naphthalenyl) acetyl] amino] -, 2-propenyl ester, (E) - (9CI) (CA INDEX 
NAME) 

Double bond geometry as shown. 




RN 166182-88-3 CAPLUS 

CN Benzoic acid, 4- [ [ [ (dodecyloxy) imino] (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8- 

tetramethyl-2-naphthalenyl) acetyl] amino] -, 2-propenyl ester, (Z)- (9CI) 
(CA INDEX NAME) 



Double bond geometry as shown. 




Me Me 



RN 166182-96-3 CAPLUS 

CN Carbamic acid, [ 2- [ ( 4-acetylphenyl ) amino ] -2-oxo-l- ( 5 , 6 , 7 , 8-tetrahydro- 

5,5,8,8-tetramethyl-2-naphthalenyl)ethyl]-, 1 , 1-dimethylethyl ester (9CI) 
(CA INDEX NAME) 




Me Me 



RN 166182-97-4 CAPLUS 

CN Carbamic acid, [ 2- [ ( 4-methylphenyl ) amino ] -2-oxo-l- ( 5 , 6 , 7 , 8-tetrahydro- 

5, 5, 8, 8-tetramethyl-2-naphthalenyl) ethyl] -, 1 , 1-dimethylethyl ester (9CI) 
(CA INDEX NAME) 




RN 166182-99-6 CAPLUS 

CN Carbamic acid, [ 2- [ [ 4- [ ( acetyloxy ) methyl ] phenyl ] amino ] -2-oxo-l- ( 5 , 6 , 7 , 8- 
tetrahydro-5, 5,8, 8-tetramethyl-2-naphthalenyl ) ethyl] -, 1, 1-dimethylethyl 
ester (9CI) (CA INDEX NAME) 



0 




Me Me 



RN 166183-00-2 CAPLUS 

CN Benzoic acid, 2-hydroxy-4- [ [2-oxo-2- (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8- 

tetramethyl-2-naphthalenyl) acetyl] amino] -, 2-propen-l-yl ester (CA INDEX 
NAME) 




RN 166183-01-3 CAPLUS 

CN Benzoic acid, 2-hydroxy-4- [ [2- (hydroxyimino) -2- (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8- 
tetramethyl-2-naphthalenyl) acetyl] amino] -, 2-propen-l-yl ester (CA INDEX 
NAME) 



Me Me HO-N 0 




RN 166183-03-5 CAPLUS 

CN Benzoic acid, 4- [ [ 4-ethoxy-l , 4-dioxo-2- ( 5 , 6 , 7 , 8-tetrahydro-5 , 5 , 8 , 8- 

tetramethyl-2-naphthalenyl ) -2-buten-l-yl ] amino] -, 2-propen-l-yl ester (CA 
INDEX NAME) 




IT 166182-19-OP 166182-27-0P 



RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); BUU (Biological use, unclassified); RCT (Reactant); 
SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); RACT (Reactant or reagent); USES (Uses) 

(preparation of new bi-aromatic amide derivs. as pharmaceuticals and 
cosmetics ) 

RN 166182-19-0 CAPLUS 

CN Benzoic acid, 4- [ [2-amino-2- (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8-tetramethyl-2- 
naphthalenyl) acetyl] amino] - (CA INDEX NAME) 




RN 166182-27-0 CAPLUS 

CN Benzoic acid, 4- [ [ 2- [ [ ( 1 , 1-dimethylethoxy ) carbonyl ] amino ] -2- ( 5 , 6 , 7 , 8- 
tetrahydro-5, 5,8, 8-tetramethyl-2-naphthalenyl ) acetyl] amino] -2-hydroxy- 
(CA INDEX NAME) 




Me Me 



IT 166182-20-3P 166182-21-4P 166182-22-5P 

166182-23-6P 166182-24-7P 166182-25-8P 

166182-26-9P 166182-28-1P 166182-33-8P 

166182-34-9P 166182-35-0P 166182-36-1P 

166182-37-2P 166182-38-3P 166182-39-4P 

166182-40-7P 166182-41-8P 166182-46-3P 

166182-47-4P 166182-49-6P 166182-50-9P 

166182-51-OP 166182-52-1P 166182-53-2P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; BUU (Biological use, unclassified) ; SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(preparation of new bi-aromatic amide derivs. as pharmaceuticals and 
cosmetics) 

RN 166182-20-3 CAPLUS 

CN Benzoic acid, 4- [ [2- (methoxyimino) -2- (5, 6, 7, 8-tetrahydro-5, 5, 8, 8- 
tetramethyl-2-naphthalenyl) acetyl] amino] - (CA INDEX NAME) 



Me Me MeO— N 0 



C— C— NH- 




C0 2 H 



Me 



Me 



RN 166182-21-4 CAPLUS 

CN Benzoic acid, 4- [ [2- (acetylamino) -2- (5, 6, 7, 8-tetrahydro-5, 5, 8, 8- 
tetramethyl-2-naphthalenyl) acetyl] amino] - (CA INDEX NAME) 



Me Me AcNH 0 



Me Me 

RN 166182-22-5 CAPLUS 

CN Benzoic acid, 4- [ [ (hydroxyimino) (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8-tetramethyl-2- 
naphthalenyl) acetyl] amino] -, (E)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 



Me Me 

RN 166182-23-6 CAPLUS 

CN Benzoic acid, 4- [ [ (2Z) - (hydroxyimino) (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8- 
tetramethyl-2-naphthalenyl) acetyl] amino] - (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




H 





Me Me 



RN 166182-24-7 CAPLUS 

CN 2-Naphthaleneacetic acid, a- [ [ ( 4-carboxyphenyl ) amino ] carbonyl ] - 

5, 6, 7, 8-tetrahydro-5, 5, 8, 8-tetramethyl-, 2-methyl ester (CA INDEX NAME) 



0 

Me Me MeO-C 0 




RN 166182-25-8 CAPLUS 

CN 2-Naphthaleneacetic acid, a- [[( 4-carboxyphenyl ) amino ] carbonyl ] - 
5, 6, 7, 8-tetrahydro-5, 5, 8, 8-tetramethyl- (CA INDEX NAME) 




Me Me 



RN 166182-26-9 CAPLUS 

CN Benzoic acid, 4- [ [3-amino-l, 3-dioxo-2- (5, 6, 7, 8-tetrahydro-5, 5, 8, 8- 
tetramethyl-2-naphthalenyl (propyl] amino] - (CA INDEX NAME) 



Me Me h 2 N- C 0 




Me Me 



RN 166182-28-1 CAPLUS 

CN Benzoic acid, 4- [ [2-amino-2- (5, 6, 7, 8-tetrahydr o-5 , 5, 8, 8-tetramethyl-2- 
naphthalenyl) acetyl] amino] -2-hydroxy- (CA INDEX NAME) 



Me Me H 2 N q 




RN 166182-33-8 CAPLUS 

CN Benzoic acid, 4- [ [ (propoxyimino ) (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8-tetramethyl 
naphthalenyl) acetyl] amino] -, (Z)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




Me Me 



RN 166182-34-9 CAPLUS 

CN Benzoic acid, 4- [[ (propoxyimino) (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8-tetramethyl 
naphthalenyl) acetyl] amino] -, (E)- (9CI) (CA INDEX NAME) 



Double bond geometry as shown. 



Me Me 

RN 166182-35-0 CAPLUS 

CN Benzoic acid, 4- [ [ [ (hexyloxy) imino] (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8-tetramethyl 
2-naphthalenyl) acetyl] amino] -, (Z)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 



Me Me 

RN 166182-36-1 CAPLUS 

CN Benzoic acid, 4- [[[ (hexyloxy) imino] (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8-tetramethyl 
2-naphthalenyl) acetyl] amino] -, (E)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 



Me Me 

RN 166182-37-2 CAPLUS 

CN Benzoic acid, 4- [ [ [ (heptyloxy) imino] (5, 6, 7, 8-tetrahydro-5, 5, 8, 8- 

tetramethyl-2-naphthalenyl) acetyl] amino] -, (Z)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




H 





RN 166182-38-3 CAPLUS 

CN Benzoic acid, 4- [ [ [ (heptyloxy) imino] (5, 6, 7, 8-tetrahydro-5, 5, 8, 8- 

tetramethyl-2-naphthalenyl) acetyl] amino] -, (E) - (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 166182-39-4 CAPLUS 

CN Benzoic acid, 4- [ [ [ (nonyloxy) imino] (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8-tetramethyl- 
2-naphthalenyl) acetyl] amino] -, (Z)- (9CI) (CA INDEX NAME) 



Double bond geometry as shown. 




RN 166182-40-7 CAPLUS 

CN Benzoic acid, 4- [ [ [ (nonyloxy) imino] (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8-tetramethyl- 
2-naphthalenyl) acetyl] amino] -, (E)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 166182-41-8 CAPLUS 

CN Benzoic acid, 4- [ [ [ (dodecyloxy) imino] (5, 6, 7, 8-tetrahydro-5, 5, 8, 8- 

tetramethyl-2-naphthalenyl) acetyl] amino] -, (Z)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 



Me Me 




Me Me 

RN 166182-46-3 CAPLUS 

CN 2-Naphthaleneacetamide, N- ( 4-acetylphenyl ) -a-amino-5 , 6 , 7 , 8- 
tetrahydro-5, 5, 8, 8-tetramethyl- (CA INDEX NAME) 




RN 166182-47-4 CAPLUS 

CN 2-Naphthaleneacetamide, a-amino-5, 6, 7, 8-tetrahydro-5, 5, 8, 8- 
tetramethyl-N-(4-methylphenyl)- (CA INDEX NAME) 



Me Me H2N 0 




Me Me 



RN 166182-49-6 CAPLUS 

CN Carbamic acid, [ 2- [ [ 4- ( aminocarbonyl ) phenyl ] amino ] -2-oxo-l- ( 5 , 6 , 7 , 8- 

tetrahydro-5, 5,8, 8-tetramethyl-2-naphthalenyl ) ethyl] -, 1, 1-dimethylethyl 
ester (9CI) (CA INDEX NAME) 




Me Me 



RN 166182-50-9 CAPLUS 

CN 2-Naphthaleneacetamide, N- [4- [ (acetyloxy) methyl] phenyl] -a-amino- 
5, 6, 7, 8-tetrahydro-5, 5, 8, 8-tetramethyl- (CA INDEX NAME) 




Me Me 



RN 166182-51-0 CAPLUS 

CN Benzoic acid, 2-hydroxy-4- [ [ (hydroxyimino ) ( 5 , 6 , 7 , 8-tetrahydro-5 , 5 , 8 , 8- 
tetramethyl-2-naphthalenyl) acetyl] amino] -, (Z)- (9CI) (CA INDEX NAME) 



Double bond geometry as shown. 




Me Me 



RN 166182-52-1 CAPLUS 

CN Benzoic acid, 4- [ [ 4-ethoxy-l , 4-dioxo-2- ( 5 , 6 , 7 , 8-tetrahydro-5 , 5 , 8 , 8- 
tetramethyl-2-naphthalenyl) -2-buten-l-yl ] amino] - (CA INDEX NAME) 




Me Me 



RN 166182-53-2 CAPLUS 

CN Benzoic acid, 4- [ [ 4- ( 1 , 1-dimethylethoxy ) -1 , 4-dioxo-2- ( 5 , 6 , 7 , 8-tetrahydro- 
5,5,8, 8-tetramethyl-2-naphthalenyl) -2-buten-l-yl] amino] -, 2-propen-l-yl 
ester (CA INDEX NAME) 




C- 0- CH2- CH= CH2 



Me Me 



OS. CITING REF COUNT: 5 THERE ARE 5 CAPLUS RECORDS THAT CITE THIS RECORD 

(5 CITINGS) 
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Title compds. [I; Rl = Me, CH20H, CHO, C02H, alkoxycarbonyl , etc.; R2, R3 
= OH, alkoxy, alkansyloxy, etc.; R3 may addnl. = H; R4 = H, OH, alkyl, 
alkoxy, etc.; R5, R7 = H, OH, alkoxy, substituted alkyl, etc.; R6 = H, OH, 
(cyclo) alkyl, alkoxy, etc.; R5R6, R6R7 = atoms to complete a ring; X = 
(substituted) -CH2CH2W, -CH2WCH2, -(CH2)3, -CH:CHCH2, etc.; W=0, NH, 
SOO-2, etc.] were prepared as agents affecting cell differentiation and 
proliferation (no data). Thus, 2 , 4- (HO) 2C6H4C02CH2Ph was condensed with 
2-bromoacetyl-5, 6, 7, 8-tetrahydro-5, 5, 8, 8-tetramethylnaphthalene to give, 
after reduction, title compound II. 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
ORIGINAL REFERENCE NO.: 
TITLE: 



INVENTOR (S) : 
PATENT ASSIGNEE (S) : 

SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1993:191364 CAPLUS 

118:191364 

118:32857a, 32860a 

Preparation and formulation of 

4- (2-aryl-2-hydroxyethoxy) salicylates and analogs as 
drugs 

Bernardon, Jean Michel 

Centre International de Recherches Dermatologiques 
Galderma, (CIRD galderma) , Fr . 
Eur. Pat. Appl., 31 pp. 

CODEN: EPXXDW 

Patent 

French 



PATENT NO. 


KIND 


DATE 


APPLICATION NO. 


DATE 


EP 


514264 


Al 


19921119 


EP 


1992- 


-401306 


19920513 


EP 


514264 


Bl 


19951115 












R: AT, BE, 


CH, DE, DK, 


, ES, FR, 


GB, GR, IT, 


■ LI, NL, PT, 


SE 


FR 


2676439 


Al 


19921120 


FR 


1991- 


-5747 


19910513 


FR 


2676439 


Bl 


19941028 










CA 


2103044 


Al 


19921114 


CA 


1992- 


-2103044 


19920513 


CA 


2103044 


C 


20010417 










WO 


9220643 


Al 


19921126 


WO 


1992- 


-FR414 


19920513 




W: AU, CA, 


JP, US 












AU 


9217688 


A 


19921230 


AU 


1992- 


-17688 


19920513 


AU 


656777 


B2 


19950216 










ZA 


9203470 


A 


19930428 


ZA 


1992- 


-3470 


19920513 


JP 


06511475 


T 


19941222 


JP 


1992- 


-509849 


19920513 


JP 


3244271 


B2 


20020107 










AT 


130291 


T 


19951215 


AT 


1992- 


-401306 


19920513 


ES 


2080457 


T3 


19960201 


ES 


1992- 


-401306 


19920513 


US 


5476860 


A 


19951219 


US 


1993- 


-140171 


19931208 



US 5654331 
PRIORITY APPLN . INFO. 



US 1995-450078 
FR 1991-5747 
WO 1992-FR414 
US 1993-140171 



19950525 
A 19910513 
A 19920513 
A3 19930503 



OTHER SOURCE(S): MARPAT 118:191364 

IT 142651-09-0 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(reaction of, in preparation of dermatol., ophthalmic, and respiratory drug) 
RN 142651-09-0 CAPLUS 

CN Benzoic acid, 2-hydroxy-4- [ [2-oxo-2- (5, 6, 7, 8-tetrahydro-5, 5, 8, 8- 

tetramethyl-2-naphthalenyl) acetyl] amino] -, methyl ester (CA INDEX NAME) 




OS. CITING REF COUNT: 



THERE ARE 7 CAPLUS RECORDS THAT CITE THIS RECORD 
(7 CITINGS) 
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R3. 



AB Title compds. [I; R = aryl group Q; Rl = H, OH, Me, CH20H, C02H, alkanoyl, 
etc.; R2 = H, OH, alkyl, alkoxy, F, CI, CF3, CH20H, etc.; R3 , R5 = H, OH, 
(cyclo) alkyl, alkoxy, etc.; R4 = groups cited for R3 , F, CI, alkylthio, 
etc.; R3R4 = CMe2 (CH2 ) nCMe2 ; X = CH2CONH, C02CH2, 02CO, 02CNH, COCH20, 
etc.; Z = 0, S, CH:CH, N:CH, etc.; n = 1, 2] were prepared as ophthalmic, 
dermatol., and respiratory agents, etc. (no data). Thus, 
5, 6, 7, 8-tetrahydro-5, 5, 8, 8-tetramethylnaphthalene was acylated by 
ClCOC02Et and the saponified product subjected to Wolf f-Kishner reduction to 
give, after SOC12 treatment, the naphthylacetyl chloride which was 
condensed with 4-H2NC6H4C02CH2CH : CH2 (preparation given) to give, after 
(Ph3P) 4Pd/morpholine treatment, title compound II. 

ACCESSION NUMBER: 1992:511282 CAPLUS 

DOCUMENT NUMBER: 117:111282 



ORIGINAL REFERENCE NO.: 
TITLE: 



INVENTOR (S) : 
PATENT ASSIGNEE (S) : 

SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



117:19403a, 19406a 

Preparation and formulation of 

(5,6,7, 8-tetrahydronaphthylacetamido) benzoates and 
analogs as drugs 

Bernardon, Jean Michel; Pilgrim, William Robert 

Centre International de Recherches Dermatologiques 

Galderma, Fr . 

PCT Int. Appl., 77 pp. 

CODEN: PIXXD2 

Patent 

French 



PATENT NO. 



APPLICATION NO. 



WO 


9206948 




Al 




19920430 


WO 


1991-FR793 






19911011 




W: AU, 


CA, FI, 


HU, 


JP, 


. KP, KR, 


NO, PL, US 










RW: AT, 


BE, CH, 


DE, 


DK, 


ES, FR, 


GB, GR, IT, LU, NL, 


SE 






AU 


9188720 




A 




19920520 


AU 


1991-88720 






19911011 


AU 


646314 




B2 




19940217 












ZA 


9108126 




A 




19920624 


ZA 


1991-8126 






19911011 


EP 


552282 




Al 




19930728 


EP 


1991-919625 






19911011 


EP 


552282 




Bl 




19940824 














R: AT, 


BE, CH, 


DE, 


DK, 


. ES, FR, 


GB, GR, IT, LI, NL, 


SE 






JP 


0650240E 


1 


T 




19940317 


JP 


1991-518163 






19911011 


JP 


3197011 




B2 




20010813 












ES 


2060413 




T3 




19941116 


ES 


1991-919625 






19911011 


CA 


2093789 




C 




20020101 


CA 


1991-2093789 






19911011 


US 


5387594 




A 




19950207 


US 


1992-859522 






19920804 


US 


5439925 




A 




19950808 


us 


1993-167145 






19931216 


US 


5567721 




A 




19961022 


US 


1995-430622 






19950428 


US 


5597839 




A 




19970128 


US 


1995-430615 






19950428 


US 


5668156 




A 




19970916 


US 


1995-430613 






19950428 


US 


5688817 




A 




19971118 


us 


1995-430612 






19950428 


PRIORITY APPLN. 


INFO. : 








LU 


1990-87821 




A 


19901012 














wo 


1991-FR793 




A 


19911011 














us 


1992-859522 




A3 


19920804 














US 


1993-167145 




A3 


19931216 



OTHER SOURCE(S): MARPAT 117:111282 

IT 142650-48-4P 142650-89-3P 142650-90-6P 

142651-02-3P 142651-07-8P 142651-09-0P 

142651-10-3P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and reaction of, in preparation of drugs) 
RN 142650-48-4 CAPLUS 

CN Benzoic acid, 4- [ [ 2- ( 5 , 6 , 7 , 8-tetrahydro-5 , 5 , 8 , 8-tetramethyl-2- 

naphthalenyl) acetyl] amino] -, 2-propen-l-yl ester (CA INDEX NAME) 




RN 



142650-89-3 CAPLUS 



CN Benzoic acid, 4- [ [2-oxo-2- (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8-tetramethyl-2- 
naphthalenyl) acetyl] amino] -, 2-propen-l-yl ester (CA INDEX NAME) 




RN 142650-90-6 CAPLUS 

CN Benzoic acid, 4- [ [ 2-hydroxy-2- (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8-tetramethyl-2- 
naphthalenyl) acetyl] amino] -, 2-propen-l-yl ester (CA INDEX NAME) 




RN 142651-02-3 CAPLUS 

CN Benzoic acid, 4- [ [2-f luoro-2- (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8-tetramethyl-2- 
naphthalenyl) acetyl] amino] -, 2-propen-l-yl ester (CA INDEX NAME) 




RN 142651-07-8 CAPLUS 

CN Benzoic acid, 4- [ [ l-oxo-2- ( 5 , 6 , 7, 8-tetrahydro-5 , 5 , 8 , 8-tetramethyl-2- 
naphthalenyl) -2-propen-l-yl] amino] -, methyl ester (CA INDEX NAME) 




RN 142651-09-0 CAPLUS 

CN Benzoic acid, 2-hydroxy-4- [ [2-oxo-2- (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8- 

tetramethyl-2-naphthalenyl) acetyl] amino] -, methyl ester (CA INDEX NAME) 



Me Me q q 




RN 142651-10-3 CAPLUS 

CN Benzoic acid, 2-hydroxy-4- [ [ 2-hydroxy-2- (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8- 

tetramethyl-2-naphthalenyl) acetyl] amino] -, methyl ester (CA INDEX NAME) 



Me Me 0 H 0 




IT 139611-80-6P 139611-81-7P 142650-22-4P 

142650- 36-0P 142650-39-3P 142650-42-8P 

142651- 08-9P 142651-11-4P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; BIOL (Biological 
study); PREP (Preparation) 
(preparation of, as drug) 
RN 139611-80-6 CAPLUS 

CN Benzoic acid, 4- [ [ 2-hydroxy-2- (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8-tetramethyl-2- 
naphthalenyl) acetyl] amino] - (CA INDEX NAME) 




Me Me 



RN 139611-81-7 CAPLUS 

CN Benzoic acid, 4- [ [2-f luoro-2- (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8-tetramethyl-2- 
naphthalenyl) acetyl] amino] - (CA INDEX NAME) 



Me Me F 0 




C02H 



Me Me 



RN 142650-22-4 CAPLUS 

CN Benzoic acid, 4- [ [2- (5, 6, 7, 8-tetrahydro-5, 5, 8, 8-tetramethyl-2- 
naphthalenyl) acetyl] amino] - (CA INDEX NAME) 



Me Me 




RN 142650-36-0 CAPLUS 

CN Benzoic acid, 4- [ [2-oxo-2- (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8-tetramethyl-2- 
naphthalenyl) acetyl] amino] - (CA INDEX NAME) 




Me Me 



RN 142650-39-3 CAPLUS 

CN Benzoic acid, 4- [methyl [2- (5, 6, 7, 8-tetrahydro-5, 5, 8, 8-tetramethyl-2- 
naphthalenyl) acetyl] amino] - (CA INDEX NAME) 




Me Me 



RN 142650-42-8 CAPLUS 

CN Benzoic acid, 4- [ [ l-oxo-2- ( 5 , 6 , 7, 8-tetrahydro-5 , 5 , 8 , 8-tetramethyl-2- 
naphthalenyl ) propyl] amino] - (CA INDEX NAME) 




RN 
CN 



142651-08-9 CAPLUS 

Benzoic acid, 4- [ [ l-oxo-2- ( 5 , 6 , 7, 8-tetrahydro-5 , 5 , 8, 8-tetramethyl-2- 
naphthalenyl) -2-propen-l-yl ] amino] - (CA INDEX NAME) 



Me Me H2C 0 



142651-11-4 CAPLUS 

Benzoic acid, 2-hydroxy-4- [ [ 2-hydroxy-2- (5,6,7, 8-tetrahydro-5 , 5, 
tetramethyl-2-naphthalenyl) acetyl] amino] - (CA INDEX NAME) 




OH 0 
CH- C- NH- 




OS. CITING REF COUNT: 
REFERENCE COUNT: 



THERE ARE 22 CAPLUS RECORDS THAT CITE THIS 
RECORD (28 CITINGS) 

THERE ARE 1 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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AB A topical preparation contains a mixture of retinoids and a sterol to inhibit 
the 

biosynthesis of cholesterol. The mixture has a synergistic effect in the 
treatment of epidermal keratinization disorders, epidermal or epithelial 
proliferation and sebaceous disorders. A gel contained polyethylene 
59.58, EtOH 30, isoPrOH 10, BHT 0.05, retinoic acid 0.01, and 
25-hydroxycholesterol 0.05 g. 
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1992:158918 CAPLUS 
116:158918 
116:26749a, 26752a 

Topical compositions containing a mixture of a 
retinoid and a sterol 

Reichert, Uwe; Schmidt, Rainer; Shroot, Braham 
Centre International de Recherches Dermatologiques 
(CIRD), Fr. 

Eur. Pat. Appl., 3 0 pp. 

CODEN: EPXXDW 

Patent 

French 



PATENT NO. 



KIND DATE 



APPLICATION NO. 
EP 1991-401805 



EP 465343 Al 19920108 

EP 465343 Bl 19940615 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, NL, SE 

FR 2663850 Al 19920103 FR 1990-8344 

FR 2663850 Bl 19940114 

WO 9200076 Al 19920109 WO 1991-FR526 

W: AU, CA, JP, US 

AU 9181836 A 19920123 AU 1991-81836 



DATE 

19910702 

19900702 
19910702 
19910702 



JP 06501458 
JP 3224228 
ES 2055972 
CA 2086429 
US 5556844 
US 5587367 
PRIORITY APPLN . I 



19940217 
20011029 
19940901 
19990921 
19960917 
19961224 



with sterols 



JP 1991-513004 

ES 1991-401805 
CA 1991-2086429 
US 1993-962596 
US 1995-447776 
FR 1990-8344 
WO 1991-FR526 
US 1993-962596 
139611-81-7D, 



19910702 

19910702 
19910702 
19930302 
19950523 
A 19900702 
A 19910702 
A3 19930302 



139611-80-6D, mixts. 
mixts. with sterols 
RL: BIOL (Biological study) 

(topical prepns. containing, for skin disease treatment) 
139611-80-6 CAPLUS 

Benzoic acid, 4- [ [ 2-hydroxy-2- (5, 6, 7, 8-tetrahydro-5 , 5,8, 8-tetramethyl-2- 
naphthalenyl) acetyl] amino] - (CA INDEX NAME) 




RN 139611-81-7 CAPLUS 

CN Benzoic acid, 4- [ [2-f luoro-2- (5, 6, 7, 8-tetrahydro-5 , 5, 8, 8-tetramethyl-2- 
naphthalenyl) acetyl] amino]- (CA INDEX NAME) 




Me Me 

OS. CITING REF COUNT: 8 THERE ARE 8 CAPLUS RECORDS THAT CITE THIS RECORD 

(10 CITINGS) 

=> d his 

(FILE 'HOME' ENTERED AT 18:06:31 ON 20 OCT 2009) 

FILE 'CAPLUS' ENTERED AT 18:06:45 ON 20 OCT 2009 
LI IS US20070129368/PN 



FILE 'REGISTRY' ENTERED AT 18:08:02 ON 20 OCT 2009 



FILE 'CAPLUS' ENTERED AT 18:08:06 ON 20 OCT 2009 



FILE 'REGISTRY' ENTERED AT 18:08:06 ON 20 OCT 2009 



FILE 'CAPLUS' ENTERED AT 18:08:14 ON 20 OCT 2009 
1 S WO2005058803/PN 
STRUCTURE UPLOADED 



FILE 

L4 



'REGISTRY' ENTERED AT 18:15:03 ON 20 OCT 2009 
7 S L3 



FILE 'CAPLUS' ENTERED AT 18:15:04 ON 20 OCT 2009 
L5 5 S L4 

S L3 



FILE 'REGISTRY' ENTERED AT 18:15:09 ON 20 OCT 2009 
126 S L3 FULL 

FILE 'CAPLUS' ENTERED AT 18:15:10 ON 20 OCT 2009 
41 S L6 FULL 

FILE 'REGISTRY' ENTERED AT 18:15:39 ON 20 OCT 2009 
0 S L7 AND PY<=2004 

FILE 'CAPLUS' ENTERED AT 18:17:41 ON 20 OCT 2009 

FILE 'REGISTRY' ENTERED AT 18:18:01 ON 20 OCT 2009 



=> s 17 and hdac 

2 5 HDAC 
L9 0 L7 AND HDAC 



=> s hdac 

L10 25 HDAC 



=> s histone deacetylase 
8665 HISTONE 
1340 HISTONES 
8665 HISTONE 

(HISTONE OR HISTONES) 
3 03 0 DEACETYLASE 

21 DEACETYLASE S 
3 03 0 DEACETYLASE 

(DEACETYLASE OR DEACETYLASES ) 
Lll 558 HISTONE DEACETYLASE 

(HISTONE (W) DEACETYLASE) 



=> s 111 and compounds 

9 02 COMPOUNDS 
LI 2 0 Lll AND COMPOUNDS 



=> s 111 and inhibitor 

17489 INHIBITOR 

37 INHIBITORS 
17521 INHIBITOR 

(INHIBITOR OR INHIBITORS) 
L13 2 Lll AND INHIBITOR 



=> d 113 abs ibib hitstr 10 

2 ANSWERS ARE AVAILABLE. SPECIFIED ANSWER NUMBER EXCEEDS ANSWER SET SIZE 
The answer numbers requested are not in the answer set. 
ENTER ANSWER NUMBER OR RANGE ( 1 ) : 
ENTER ANSWER NUMBER OR RANGE ( 1 ) : end 



=> d 113 abs ibib hitstr 1- 

'ABS' IS NOT A VALID FORMAT FOR FILE 'REGISTRY' 
'IBIB' IS NOT A VALID FORMAT FOR FILE 'REGISTRY' 
'HITSTR' IS NOT A VALID FORMAT FOR FILE 'REGISTRY' 



The following are valid formats: 



Substance information can be displayed by requesting individual 



fields or predefined formats. The predefined substance formats 
are: (RN = CAS Registry Number) 

REG - RN 

SAM - Index Name, MF, and structure - no RN 

FIDE - All substance data, except sequence data 

IDE - FIDE, but only 50 names 

SQIDE - IDE, plus sequence data 

SQIDE3 - Same as SQIDE, but 3-letter amino acid codes are used 

SQD - Protein sequence data, includes RN 

SQD3 - Same as SQD, but 3-letter amino acid codes are used 

SQN - Protein sequence name information, includes RN 

EPROP - Table of experimental properties 
PPROP - Table of predicted properties 
PROP - EPROP, ETAG, PPROP and SPEC 

Any CA File format may be combined with any substance format to 
obtain CA references citing the substance. The substance formats 
must be cited first. The CA File predefined formats are: 

ABS — Abstract 

APPS — Application and Priority Information 

BIB — CA Accession Number, plus Bibliographic Data 

CAN — CA Accession Number 

CBIB — CA Accession Number, plus Bibliographic Data (compressed) 
IND — Index Data 

IPC — International Patent Classification 

PATS — PI, SO 

STD — BIB, IPC, and NCL 

IABS — ABS, indented, with text labels 
IBIB — BIB, indented, with text labels 
ISTD — STD format, indented 

OBIB AN, plus Bibliographic Data (original) 

OIBIB OBIB, indented with text labels 

SBIB BIB, no citations 

SIBIB IBIB, no citations 

The ALL format gives FIDE BIB ABS IND RE, plus sequence data when 



it is available. 
The MAX format is the same as ALL. 

The IALL format is the same as ALL with BIB ABS and IND indented, 
with text labels. 

For additional information, please consult the following help 
messages : 

HELP DFIELDS — To see a complete list of individual display fields. 
HELP FORMATS — To see detailed descriptions of the predefined formats. 
ENTER DISPLAY FORMAT (IDE):end 

=> d his 

(FILE 'HOME' ENTERED AT 18:06:31 ON 20 OCT 2009) 



FILE 'CAPLUS' ENTERED AT 18:06:45 ON 20 OCT 2009 



LI 



1 S US20070129368/PN 



FILE 'REGISTRY' ENTERED AT 18:08:02 ON 20 OCT 2009 

FILE 'CAPLUS' ENTERED AT 18:08:06 ON 20 OCT 2009 

FILE 'REGISTRY' ENTERED AT 18:08:06 ON 20 OCT 2009 

FILE 'CAPLUS' ENTERED AT 18:08:14 ON 20 OCT 2009 
L2 IS WO2005058803/PN 

L3 STRUCTURE UPLOADED 

S L3 

FILE 'REGISTRY' ENTERED AT 18:15:03 ON 20 OCT 2009 
L4 7 S L3 

FILE 'CAPLUS' ENTERED AT 18:15:04 ON 20 OCT 2009 
L5 5 S L4 

S L3 

FILE 'REGISTRY' ENTERED AT 18:15:09 ON 20 OCT 2009 
L6 126 S L3 FULL 

FILE 'CAPLUS' ENTERED AT 18:15:10 ON 20 OCT 2009 
L7 41 S L6 FULL 

FILE 'REGISTRY' ENTERED AT 18:15:39 ON 20 OCT 2009 
L8 0 S L7 AND PY<=2004 

FILE 'CAPLUS' ENTERED AT 18:17:41 ON 20 OCT 2009 

FILE 'REGISTRY' ENTERED AT 18:18:01 ON 20 OCT 2009 

L9 0 S L7 AND HDAC 

L10 25 S HDAC 

Lll 558 S HI STONE DEACETYLASE 

L12 0SL11 AND COMPOUNDS 

L13 2 S Lll AND INHIBITOR 

=> d 113 abs ibib hitstr 1- 

'ABS' IS NOT A VALID FORMAT FOR FILE 'REGISTRY' 
'IBIB' IS NOT A VALID FORMAT FOR FILE 'REGISTRY' 
'HITSTR' IS NOT A VALID FORMAT FOR FILE 'REGISTRY' 

The following are valid formats: 

Substance information can be displayed by requesting individual 
fields or predefined formats. The predefined substance formats 
are: (RN = CAS Registry Number) 

REG - RN 

SAM - Index Name, MF, and structure - no RN 

FIDE - All substance data, except sequence data 

IDE - FIDE, but only 50 names 

SQIDE - IDE, plus sequence data 

SQIDE3 - Same as SQIDE, but 3-letter amino acid codes are used 

SQD - Protein sequence data, includes RN 

SQD3 - Same as SQD, but 3-letter amino acid codes are used 

SQN - Protein sequence name information, includes RN 

EPROP - Table of experimental properties 
PPROP - Table of predicted properties 
PROP - EPROP, ETAG, PPROP and SPEC 



Any CA File format may be combined with any substance format to 
obtain CA references citing the substance. The substance formats 
must be cited first. The CA File predefined formats are: 



ABS — Abstract 

APPS — Application and Priority Information 

BIB — CA Accession Number, plus Bibliographic Data 

CAN — CA Accession Number 

CBIB — CA Accession Number, plus Bibliographic Data (compressed) 
IND — Index Data 

IPC — International Patent Classification 

PATS — PI, SO 

STD — BIB, IPC, and NCL 

IABS — ABS, indented, with text labels 
IBIB — BIB, indented, with text labels 
ISTD — STD format, indented 

OBIB AN, plus Bibliographic Data (original) 

OIBIB OBIB, indented with text labels 

SBIB BIB, no citations 

SIBIB IBIB, no citations 

The ALL format gives FIDE BIB ABS IND RE, plus sequence data when 
it is available. 

The MAX format is the same as ALL. 

The IALL format is the same as ALL with BIB ABS and IND indented, 
with text labels. 

For additional information, please consult the following help 
messages : 

HELP DFIELDS — To see a complete list of individual display fields. 
HELP FORMATS — To see detailed descriptions of the predefined formats. 
ENTER DISPLAY FORMAT (IDE):end 



=> d his 



(FILE 'HOME' ENTERED AT 18:06:31 ON 20 OCT 2009) 



LI 



FILE 'CAPLUS' ENTERED AT 18:06:45 ON 20 OCT 2009 
1 S US20070129368/PN 



FILE 'REGISTRY' ENTERED AT 18:08:02 ON 20 OCT 200' 



FILE 'CAPLUS' ENTERED AT 18:08:06 ON 20 OCT 2009 



FILE 'REGISTRY' ENTERED AT 18:08:06 ON 20 OCT 2009 



L2 
L3 



FILE 'CAPLUS' ENTERED AT 18:08:14 ON 20 OCT 2009 
1 S WO2005058803/PN 
STRUCTURE UPLOADED 
S L3 



L4 



FILE 'REGISTRY' ENTERED AT 18:15:03 ON 20 OCT 2009 
7 S L3 



FILE 'CAPLUS' ENTERED AT 18:15:04 ON 20 OCT 2009 
L5 5 S L4 

S L3 



FILE 

L6 



'REGISTRY' ENTERED AT 18:15:09 ON 20 OCT 2009 
126 S L3 FULL 



L7 



FILE 'CAPLUS' ENTERED AT 18:15:10 ON 20 OCT 2009 
41 S L6 FULL 



L8 



FILE 'REGISTRY' ENTERED AT 18:15:39 ON 20 OCT 2009 
0 S L7 AND PY<=2004 



FILE 'CAPLUS' ENTERED AT 18:17:41 ON 20 OCT 2009 



L9 

L10 

Lll 

L12 

L13 



FILE 'REGISTRY' ENTERED AT 18:18:01 ON 20 OCT 2009 
0 S L7 AND HDAC 
25 S HDAC 



558 S HISTONE DEACETYLASE 
0 S Lll AND COMPOUNDS 
2 S Lll AND INHIBITOR 



=> file caplus 

COST IN U.S. DOLLARS 



SINCE FILE 
ENTRY 
37.38 



TOTAL 
SESSION 
465.55 



FULL ESTIMATED COST 



DISCOUNT AMOUNTS (FOR 



QUALIFYING ACCOUNTS) 



SINCE FILE 
ENTRY 
0.00 



TOTAL 
SESSION 
-31.98 



CA SUBSCRIBER PRICE 



FILE 'CAPLUS' ENTERED AT 18:24:38 ON 20 OCT 2009 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2 0 09 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 20 Oct 2009 VOL 151 ISS 17 

FILE LAST UPDATED: 19 Oct 2009 (20091019/ED) 

REVISED CLASS FIELDS (/NCL) LAST RELOADED: Aug 2009 

USPTO MANUAL OF CLASSIFICATIONS THESAURUS ISSUE DATE: Aug 2009 

CAplus now includes complete International Patent Classification (IPC) 
reclassification data for the third quarter of 2009. 

CAS Information Use Policies apply and are available at: 

http : / /www. cas . org/ legal/ inf opolicy . html 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

=> s hdac 

3444 HDAC 
1266 HDACS 



L14 



3 8 40 HDAC 

(HDAC OR HDACS ) 



=> s histone deacetylase 
42210 HISTONE 
30807 HISTONES 
48712 HISTONE 

(HISTONE OR HISTONES) 
10 706 DEACETYLASE 

2455 DEACETYLASES 
113 0 4 DEACETYLASE 

(DEACETYLASE OR DEACETYLASES) 
L15 9278 HISTONE DEACETYLASE 

(HISTONE (W) DEACETYLASE) 

=> s 114 or 115 

L16 9668 L14 OR L15 

=> s 115 and (compound or inhibitor) 
158 423 COMPOUND 
970603 COMPOUNDS 
1102 423 COMPOUND 

(COMPOUND OR COMPOUNDS) 
629770 INHIBITOR 
619456 INHIBITORS 
972957 INHIBITOR 

(INHIBITOR OR INHIBITORS) 
L17 5931 L15 AND (COMPOUND OR INHIBITOR) 

=> s 117 and tetrahydro? 

226621 TETRAHYDRO? 
L18 110L17 AND TETRAHYDRO? 

=> d scan 118 

L18 110 ANSWERS CAPLUS COPYRIGHT 2009 ACS on STN 
AN 2005:516308 BIBLIOGRAPHIC DATA NOT AVAILABLE 

HOW MANY MORE ANSWERS DO YOU WISH TO SCAN? (1):1 

L18 110 ANSWERS CAPLUS COPYRIGHT 2009 ACS on STN 
IC ICM A61K 

CC 28-8 (Heterocyclic Compounds (More Than One Hetero Atom)) 

Section cross-reference ( s ) : 1, 63 
TI Pyrazole derivatives as protein kinase modulators, their preparation, 

pharmaceutical compositions, and use in therapy 
ST pyrazole amine prepn protein kinase inhibitor 
IT Cytokines 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(-activating agents, codrugs; preparation of pyrazole derivs. as protein 
kinase modulators useful as anticancer agents in combination 
chemotherapy) 
IT Apoptosis 

Cell differentiation 

(-associated diseases; preparation of pyrazole derivs. as protein kinase 
modulators useful as anticancer agents in combination chemotherapy) 
IT Antibodies and Immunoglobulins 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(anti-CD20, codrugs; preparation of pyrazole derivs. as protein kinase 
modulators useful as anticancer agents in combination chemotherapy) 



Antibodies and Immunoglobulins 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(anti-CD22, codrugs; preparation of pyrazole derivs. as protein kinase 
modulators useful as anticancer agents in combination chemotherapy) 

Antibodies and Immunoglobulins 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(anti-CD33, codrugs; preparation of pyrazole derivs. as protein kinase 
modulators useful as anticancer agents in combination chemotherapy) 

Antibodies and Immunoglobulins 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(anti-CD52, codrugs; preparation of pyrazole derivs. as protein kinase 
modulators useful as anticancer agents in combination chemotherapy) 

DNA 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(binders, codrugs; preparation of pyrazole derivs. as protein kinase 
modulators useful as anticancer agents in combination chemotherapy) 

Antibodies and Immunoglobulins 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(chimeric, monoclonal, codrugs; preparation of pyrazole derivs. as protein 
kinase modulators useful as anticancer agents in combination 
chemotherapy) 

Interleukin 2 

Retinoids 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(codrug; preparation of pyrazole derivs. as protein kinase modulators useful 

as anticancer agents in combination chemotherapy) 
Alkylating agents, biological 
Antiandrogens 
Antiestrogens 
Antimetabolites 
Cytotoxic agents 
Hormone antagonists 

(codrugs; preparation of pyrazole derivs. as protein kinase modulators 

useful as anticancer agents in combination chemotherapy) 
Anthracyclines 
Cytokines 
Hormones, animal 
Taxanes 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(codrugs; preparation of pyrazole derivs. as protein kinase modulators 

useful as anticancer agents in combination chemotherapy) 
Carcinoma 
Colon neoplasm 

(colon carcinoma; preparation of pyrazole derivs. as protein kinase 
modulators useful as anticancer agents in combination chemotherapy) 

Signal transduction 

(inhibitors, codrugs; preparation of pyrazole derivs. as protein 
kinase modulators useful as anticancer agents in combination 
chemotherapy) 

Antibodies and Immunoglobulins 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(monoclonal, codrugs; preparation of pyrazole derivs. as protein kinase 
modulators useful as anticancer agents in combination chemotherapy) 

Antibodies and Immunoglobulins 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 



(Biological study); USES (Uses) 

(monoclonal, human, codrugs; preparation of pyrazole derivs. as protein 
kinase modulators useful as anticancer agents in combination 
chemotherapy) 

Antitumor agents 

Combination chemotherapy 

Freeze-dried drug delivery systems 

Human 

Neoplasm 

Pharmaceutical capsules 
Pharmaceutical injections 
Pharmaceutical tablets 
Prophylaxis 

(preparation of pyrazole derivs. as protein kinase modulators useful as 
anticancer agents in combination chemotherapy) 
Hormone receptors 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(preparation of pyrazole derivs. as protein kinase modulators useful as 
anticancer agents in combination chemotherapy) 

Disease, animal 

(proliferative; preparation of pyrazole derivs. as protein kinase modulators 

useful as anticancer agents in combination chemotherapy) 
Pharmaceutical injections 

(s.c. injections; preparation of pyrazole derivs. as protein kinase 

modulators useful as anticancer agents in combination chemotherapy) 
Alkaloids 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(vinca, codrugs; preparation of pyrazole derivs. as protein kinase 
modulators useful as anticancer agents in combination chemotherapy) 

Interferons 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(a, codrug; preparation of pyrazole derivs. as protein kinase 
modulators useful as anticancer agents in combination chemotherapy) 

85753 1-18-1P, (R) -N- [ 2- ( 4-Chlorophenyl ) -2- [ 4- ( lH-pyrazol-4- 

yl (phenyl] ethyl Jmethylamine 857531-19-2P, 

(S) -N- [2- (4-Chlorophenyl) -2- [ 4- ( lH-pyrazol-4-yl ) phenyl ] ethyl ] methylamine 
85 7531-2 0-5P, (R) -2- ( 4-Chlorophenyl ) -2- [ 4- ( lH-pyr azol-4- 
yl ) phenyl ] ethylamine 857531-2 1-6P, 

(S) -2- (4-Chlorophenyl) -2- [ 4- ( lH-pyrazol-4-yl ) phenyl ] ethylamine 

RL: PAC (Pharmacological activity); PUR (Purification or recovery); THU 

(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 

(Uses) 

(chiral drug candidate; preparation of pyrazole derivs. as protein kinase 

modulators useful as anticancer agents in combination chemotherapy) 
50-18-0, Cyclophosphamide 51-21-8, 5-FU 58-05-9, Leucovorin 
302-79-4, Tretinoin 1605-68-1, Taxane 15663-27-1, Cisplatin 
33069-62-4, Paclitaxel 41575-94-4, Carboplatin 53714-56-0, Leuprorelin 
61825-94-3, Oxaliplatin 63612-50-0, Nilutamide 65807-02-5, Goserelin 
90357-06-5, Bicalutamide 95058-81-4, Gemcitabine 97682-44-5, 
Irinotecan 107868-30-4, Exemestane 112809-51-5, Letrozole 
114977-28-5, Docetaxel 120511-73-1, Anastrazole 129453-61-8, 
Fulvestrant 137281-23-3, Pemetrexed 152459-95-5, Imatinib 
154361-50-9, Capecitabine 180288-69-1, Trastuzumab 183321-74-6, 
Erlotinib 184475-35-2, Gefitinib 205923-56-4, Cetuximab 216503-57-0, 
Alemtuzumab 216974-75-3, Bevacizumab 475207-59-1, Nexavar 
RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(codrug; preparation of pyrazole derivs. as protein kinase modulators useful 

as anticancer agents in combination chemotherapy) 
55-86-7, Nitrogen mustard 151-56-4D, Aziridine, derivs. 7440-06-4D, 



Platinum, compds . 7689-03-4D, Camptothecin, compds . 9034-40-6, 
Gonadotropin-releasing hormone 13010-20-3D, Nitrosourea, agents 
174722-31-7, Rituximab 208921-02-2, Tositumomab 220578-59-6, 
Gemtuzumab ozogamicin 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(codrugs; preparation of pyrazole derivs. as protein kinase modulators 
useful as anticancer agents in combination chemotherapy) 
IT 857530-77-9P, 3-Phenyl-2- [ 3- ( lH-pyrazol-4-yl ) phenyl ] propionitrile 
85 7532-4 0-2P, 4- ( 4-Chlorophenyl ) -4- [4- (3-methyl-lH-pyrazol-4- 
yl ) phenyl ] piper idine 

RL: PAC (Pharmacological activity); RCT (Reactant); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 

(drug candidate; preparation of pyrazole derivs. as protein kinase 
modulators useful as anticancer agents in combination chemotherapy) 
IT 857530-76-8P, 2-Phenyl-2- [ 4- ( lH-pyrazol-4-yl ) phenyl ] ethylamine 
85753 0-79-1P, 2- [ 4- ( 3 , 5-Dimethyl-lH-pyrazol-4-yl ) phenyl ] -2- 
phenylethylamine 857530-82-6P, 2- [ 3- ( 3 , 5-Dimethyl-lH-pyrazol-4- 
yl ) phenyl ] -1-phenylethylamine 857530-84-8P, 

3-Phenyl-2- [ 3- ( lH-pyrazol-4-yl ) phenyl ] propylamine 857530-85-9P, 

3- Phenyl-2- [ 4- ( lH-pyrazol-4-yl ) phenyl ] propylamine 857530-86-0P, 
[3- ( 4-Chlorophenyl ) -3- [4- ( lH-pyrazol-4-yl ) phenyl ] propyl ] methylamine 
85753 0-9 1-7P, [ 3- ( 3 , 4-Dif luorophenyl ) -3- [ 4- ( lH-pyrazol-4- 

yl) phenyl] propyl] methylamine 85 7530-9 4-0P, 

[3- ( 3-Chlorophenyl ) -3- [4- ( lH-pyrazol-4-yl ) phenyl ] propyl ] methylamine 

85753 0-95-1P, 3- ( 4-Chlorophenyl ) -3- [ 4- ( lH-pyrazol-4-yl ) phenyl ] propionamide 

85753 0-96-2P, 3- ( 4-Chlorophenyl ) -3- [ 4- ( lH-pyrazol-4-yl ) phenyl ] propylamine 

85753 0- 99-5P, 3- ( 3 , 4-Dichlorophenyl ) -3- [ 4- ( lH-pyrazol-4- 
yl) phenyl] propylamine 85753 1-0 0-1P, 

4- (4-Chlorophenyl) -4- [ 4- ( lH-pyrazol-4-yl ) phenyl ] piper idine 857531-03-4P, 
4- ( 4-Methoxyphenyl) -4- [ 4- ( lH-pyrazol-4-yl ) phenyl ] piper idine 

857531- 0 4-5P, 4- ( 4-Chlorophenyl ) -l-methyl-4- [ 4- ( lH-pyrazol-4- 
yl) phenyl ]piperidine 85753 1-0 7-8P, 

4-Phenyl-4- [ 4- ( lH-pyrazol-4-yl ) phenyl ] piperidine 857531-08-9P, 
4- [ 4- (3 , 5-Dimethyl-lH-pyrazol-4-yl) phenyl] -4-phenylpiper idine 
857531-09-0P, Dimethyl [3- [ 4- ( lH-pyrazol-4-yl ) phenyl ] -3-pyr idin-2- 
ylpropyl] amine 857531-10-3P, [ 2- ( 4-Chlorophenyl ) -2- [ 4- ( lH-pyr azol-4- 
yl ) phenyl] ethyl] dimethylamine 857531-11-4P, 

4- [2- (4-Chlorophenyl) -2- [4- ( lH-pyrazol-4-yl ) phenyl ] ethyl ] morpholine 

85 7531-12-5P, 4- [ 4- [ 1- ( 4-Chlorophenyl ) -2-pyrrolidin-l-ylethyl ] phenyl ] -1H- 

pyrazole 857531-13-6P, N- [ 2- ( 4-Chlorophenyl ) -2- [ 4- ( lH-pyrazol-4- 

yl ) phenyl ] ethyl ] isopropyl amine 85753 1-1 4-7P, 

Dimethyl [2-phenyl-2- [ 4- ( lH-pyrazol-4-yl ) phenyl ] ethyl ] amine 857531-15-8P, 
[2, 2-Bis [4- (lH-pyrazol-4-yl)phenyl]ethyl]dimethylamine 857531-16-9P, 
[2, 2-Bis [4- (lH-pyrazol-4-yl)phenyl]ethyl]methylamine 857531-22-7P, 

2- (4-Chlorophenyl) -2- [ 4- ( lH-pyrazol-4-yl ) phenyl ] acetamide 857531-23-8P, 

1- [ 2- ( 4-Chlorophenyl ) -2- [ 4- ( lH-pyrazol-4-yl ) phenyl ] ethyl ] piperazine 
857531-25-0P, 1- [ 2- ( 4-Chlorophenyl ) -2- [ 4- ( lH-pyrazol-4- 

yl) phenyl] ethyl] piperidine 85 7531-26-1P, 

4- [ 4- [2-Azetidin-l-yl-l- ( 4-chlorophenyl ) ethyl ] phenyl ] -lH-pyrazole 

857531-29-4P, l-Phenyl-2- [ 4- ( lH-pyrazol-4-yl ) phenyl ] ethylamine 

85753 1-33-0P, [ 3- ( lH-Pyrazol-4-yl ) phenyl ] acetonitrile 85753 1-3 4-1P, 

2- ( 4-Chlorophenyl ) -N-methyl-2- [ 4- ( lH-pyrazol-4-yl ) phenyl ] acetamide 
85 7531-35-2P, N-Methyl-2, 2-bis [ 4- ( lH-pyrazol-4-yl ) phenyl ] acetamide 
85 7531-3 7-4P, N- [ 2- ( 4-Chlorophenyl ) -2- [ 4- ( lH-pyrazol-4- 

yl) phenyl] ethyl] ethylamine 857531-38-5P, 

4- [ 4- [ 1- ( 4-Chlorophenyl ) -2-imidazol-l-ylethyl ] phenyl ] -lH-pyrazole 
85 7531-39-6P, Methyl [ 2- ( 4-phenoxyphenyl ) -2- [ 4- ( lH-pyrazol-4- 
yl) phenyl] ethyl] amine 85 7531-41-0P, 

[2- (4-Methoxyphenyl) -2- [4- ( lH-pyrazol-4-yl ) phenyl ] ethyl ] methylamine 
857531-45-4P, Methyl [2- [4- (pyrazin-2-yloxy) phenyl ] -2- [ 4- ( lH-pyrazol-4- 



yl) phenyl] ethyl] amine 85 7531-49-8P, 

Methyl [ 2-phenoxy-2- [ 4- ( lH-pyrazol-4-yl ) phenyl ] ethyl ] amine 857531-51-2P, 

2- [ ( 4-Chlorophenyl ) [4- ( lH-pyrazol-4-yl ) phenyl ] methoxy] ethylamine 

85753 1-54-5P, 4- [ 4- [ 1- ( 4-Chlorophenyl ) -3- (pyrrolidin-l-yl ) propyl ] phenyl ] - 

lH-pyrazole 857531-55-6P, 4- [ 4- [3-Azetidin-l-yl-l- ( 4- 

chlorophenyl ) propyl ] phenyl ] -lH-pyrazole 857531-56-7P, 

Methyl [ 3-naphthalen-2-yl-3- [ 4- ( lH-pyrazol-4-yl ) phenyl ] propyl ] amine 

857531-57-8P, Dimethyl [4- [ 3-methylamino-l- [ 4- ( lH-pyrazol-4- 

yl) phenyl] propyl] phenyl] amine 857531-58-9P, 

[3- ( 4-Fluorophenyl ) -3- [4- ( lH-pyrazol-4-yl ) phenyl ] propyl ] methylamine 
857531-59-OP, 4- [4- [ 4- ( 4-Chlorophenyl ) piperidin-4-yl ] phenyl ] -lH-pyrazole-3- 
carbonitrile 857531-61-4P, 3- ( 4-Phenoxyphenyl ) -3- [ 4- ( lH-pyrazol-4- 
yl) phenyl] propylamine 85 7531-62-5P, 

1- [ (4-Chlorophenyl) [4- ( lH-pyrazol-4-yl ) phenylmethyl ] piperazine 
85 7531-63-6P, l-Methyl-4- [phenyl [ 4- ( lH-pyrazol-4- 

yl) phenyl] methyl] [ 1 , 4 ] diazepane 857531-64-7P, 

[3- ( 3-Chlorophenoxy ) -3- [4- ( lH-pyrazol-4-yl ) phenyl ] propyl ] methylamine 
85 7531-66-9P, Methyl [ 2-phenyl-2- [ 6- ( lH-3-methylpyrazol-4-yl ) pyridin-S- 
yl ] ethyl ] amine 85 7531-7 0-5P, 4- [ 4- [ 1- ( 4-Chlorophenyl ) -3-imidazol-l- 
ylpropyl] phenyl] -lH-pyrazole 857531-73-8P, 

4- [4- (3-Imidazol-l-yl-l-phenoxypropyl)phenyl] -lH-pyrazole 857531-75-OP, 
4- [4- [4- (lH-Pyrazol-4-yl (phenyl ] piper idin-4-yl] phenol 85753 1-80-7P, 
[2- (3-Chlorophenyl ) -2- [ 4- ( lH-pyrazol-4-yl ) phenyl ] ethyl ] methylamine 
857531-81-8P, 4- [ 4- ( 2-Methoxyethoxy ) phenyl ] -4- [ 4- ( lH-pyrazol-4- 
yl) phenyl] piper idine 85 7531-85-2P, 

4- [ 4- (3-Methoxypropoxy) phenyl ] -4- [ 4- ( lH-pyrazol-4-yl ) phenyl ] piper idine 
857531-87-4P, 3- ( 3 , 4-Dichlorophenyl ) -3- [ 4- ( lH-pyrazol-4- 
yl ) phenyl ] propionamide 857531-88-5P, 

2- [4- [2-Methylamino-l- [4- ( lH-pyrazol-4- 

yl ) phenyl ] ethyl ] phenoxy] isonicotinamide 857531-89-6P, 
[ 2- ( 4-Chlorophenoxy) -2- [ 4- ( lH-pyrazol-4-yl ) phenyl ] ethyl ] methylamine 
857531-9 0-9P, 3- [ 2- ( 4-Chlorophenyl ) -2- [ 4- ( lH-pyr azol-4- 
yl)phenyl] ethylamino ] propan-l-ol 857531-91-0P, 

2- [2- (4-Chlorophenyl) -2- [ 4- ( lH-pyrazol-4-yl ) phenyl ] ethylamino ] ethanol 

85753 1- 9 2-1P, N- [ 2- ( 4-Chlorophenyl ) -2- [ 4- ( lH-pyrazol-4-yl ) phenyl ] ethyl ] - 
cyclopropanemethanamine 857531-93-2P, 

Methyl [2- [ 4- ( lH-pyrazol-4-yl ) phenyl ] -2- ( 4-pyr idin-3-ylphenyl ) ethyl ] amine 
85 7531-9 4-3P, 4- [ 3-Methylamino-l- [ 4- ( lH-pyrazol-4-yl ) phenyl ] propyl ] phenol 
85 7531-95-4P, 3- ( 4-Methoxyphenyl ) -3- [ 4- ( lH-pyr azol-4-yl ) phenyl ] propylamine 
85 7531-9 8-7P, 4- ( 4-Chlorophenyl ) -4- [ 4- ( 3-methy l-lH-pyrazol-4- 
yl)phenyl]piperidine dihydrochloride 857531-99-8P, 

2- (4-Chlorophenyl) -2- [ 4- ( lH-pyrazol-4-yl ) phenyl ] morpholine 857532-03-7P, 
[4- [4- [4- (lH-Pyrazol-4-yl)phenyl]piperidin-4-yl]phenoxy] acetic acid 

85753 2- 0 4-8P, [ 4- [ 4- [ 4- ( lH-Pyrazol-4-yl ) phenyl ] piper idin-4- 
yl]phenoxy] acetic acid methyl ester 857532-06-0P, 

4- [ 4- [ 4- ( lH-Pyrazol-4-yl ) phenyl ] piperidin-4-yl ] benzonitrile 
85753 2-09-3P, [ 2- ( 4-Chlorophenyl ) -2- [ 4- ( lH-pyr azol-4- 
yl) phenyl] propyl] methylamine 857532-12-8P, 

1- ( 4-Chlorophenyl ) -2-methylamino-l- [ 4- ( lH-pyrazol-4-yl ) phenyl ] ethanol 
85753 2-13-9P, 2-Amino-l- ( 4-chlorophenyl ) -1- [ 4- ( lH-pyrazol-4- 
yl) phenyl] ethanol 85 7532-16-2P, 4- (3, 4-Dichlorophenyl ) -4- [ 4- ( lH-pyrazol- 
4-yl) phenyl] piper idine 85 7532-17-3P, 

4- (3-Chloro-4-methoxyphenyl ) -4- [ 4- ( lH-pyrazol-4-yl ) phenyl ] piper idine 
857532-18-4P, 4- ( 4-Chloro-3-f luorophenyl ) -4- [ 4- ( lH-pyrazol-4- 
yl) phenyl] piper idine 85 7532-21-9P, 

4- [ 4- [ 4- ( lH-Pyrazol-4-yl ) phenyl ] piper idin-4-yl ] benzoic acid 

dihydrochloride 85 7532-2 5-3P, 4- [ 4- ( lH-Pyrazol-4-yl ) phenyl ] -1 , 2,3,4,5,6- 
hexahydro- [4,4'] bipyridinyl 857532-27-5P, 

3- (3-Chlorophenyl) -3- [4- ( lH-pyrazol-4-yl ) phenyl ] propylamine 
857532-28-6P, 2-Methylamino-l- ( 4-nitrophenyl ) -1- [ 4- ( lH-pyrazol-4- 

yl) phenyl] ethanol 85 7532-2 9-7P, 2- ( 3-Chloro-4-methoxyphenyl ) -2- [ 4- (1H- 
pyrazol-4-yl)phenyl] ethylamine 857532-30-0P, 



2- ( 4-Chlorophenyl )-2-fluoro-2-[4-( lH-pyrazol-4-yl ) phenyl ] ethyl amine 
85753 2-3 2-2P, 3- (3, 4-Dichlorophenyl ) -3- [ 6- ( lH-pyrazol-4-yl ) pyridin-S- 
yl ] propylamine 85 7532-33-3P, [2- (3-Chloro-4-methoxyphenyl ) -2- [4- (1H- 
pyrazol-4-yl ) phenyl] ethyl ] methylamine 857532-34-4P, 

[ (4-Chlorophenyl) [ 4- ( lH-pyrazol-4-yl ) phenyl ] methyl ] amine 857532-35-5P, 
[2- (4-Chlorophenyl) -2- [4- ( 3-methyl-lH-pyrazol-4- 
yl) phenyl] ethyl] methylamine 857532-38-8P, 

[2- ( 4-Fluorophenyl ) -2- [4- ( lH-pyrazol-4-yl ) phenyl ] ethyl ] methylamine 
85 7532-39-9P, [ 2- ( 3-Chlorophenoxy ) -2- [ 4- ( lH-pyrazol-4- 
yl) phenyl] ethyl] methylamine 857532-41-3P, 

4- [ 4- [ 4- ( lH-Pyrazol-4-yl) phenyl] piper idin-4-yl] benzoic acid 
857532-42-4P, 2- ( 4-Chloro-3-f luorophenyl ) -2- [ 4- ( lH-pyrazol-4- 
yl ) phenyl ] ethylamine 857532-43-5P, 

4- ( 2 -Chi or o -3- f luorophenyl ) -4- [ 4- ( lH-pyrazol-4-yl ) phenyl ] piper idine 
85 7532-4 4-6P, 1- [ (3, 4-Dichlorophenyl ) [ 4- ( lH-pyrazol-4- 
yl) phenyl] methyl ]piperazine 857532-45-7P, 

2- ( 3 , 4-Dichlorophenyl ) -2- [ 4- ( lH-pyrazol-4-yl ) phenyl ] ethylamine 
85753 2-46-8P, 4- [ 4- [ 2-Azetidin-l-yl-l- ( 4-chlor ophenoxy ) ethyl ] phenyl ] -1H- 
pyrazole 85 7532-4 7-9P, 3- ( 3-Chloro-4-methoxyphenyl ) -3- [ 4- ( lH-pyrazol-4- 
yl) phenyl] propylamine 857532-48-0P, 
[3- (3-Chloro-4-methoxyphenyl) -3- [ 4- ( lH-pyrazol-4- 
yl) phenyl] propyl] methylamine 917872-79-8P, 

[ 4- ( 5-Methyl-3-trif luoromethyl-lH-pyrazol-4-yl ) phenyl ] acetonitrile 
917872-80-1P, Methyl [ 2-phenyl-2- [ 6- ( lH-pyrazol-4-yl ) pyr idin-3- 
yl] ethyl] amine 917872-81-2P, 1- [Phenyl [ 4- ( lH-pyrazol-4- 
yl ) phenyl ] methyl ] piperazine 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(drug candidate; preparation of pyrazole derivs. as protein kinase 
modulators useful as anticancer agents in combination chemotherapy) 
IT 329900-75-6 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(inhibitors, codrug; preparation of pyrazole derivs. as protein 
kinase modulators useful as anticancer agents in combination 
chemotherapy) 
IT 9037-42-7, DNA methylase 9076-57-7, Histone 

deacetylase 140879-24-9 142008-29-5, Protein kinase A 
142805-56-9, Topoisomerase II 148640-14-6, Protein kinase B 
150428-23-2, Cyclin dependent kinase 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(inhibitors, codrugs; preparation of pyrazole derivs. as protein 
kinase modulators useful as anticancer agents in combination 
chemotherapy) 

IT 5359-38-6P, Bis ( 4-chlorophenyl ) acetic acid methyl ester 7496-20-OP, 

2- (3-Bromophenyl) -3-phenyl-2-propenenitrile 18164-50-6P, 
Bis (4-chlorophenyl) acetaldehyde 18861-58-0P, 

3- ( 4-Bromophenyl ) -2-cyanopropenoic acid ethyl ester 25574-19-0P, 
1- (4-Bromophenyl) -3-chloropropan-l-ol 40587-07-3P, 

1- (4-Bromophenyl) -2-methylaminoethanol 54646-36-5P, 3-Methoxypropyl 
p-toluenesulfonate 63953-36-6P, 2 , 2-Bis ( 4-chlorophenyl ) -N, N- 
dimethylacetamide 90531-02-5P, [2, 2-Bis (4- 

chlorophenyl) ethyl] dimethylamine 100865-80-3P, 

2, 2-Bis (4-chlorophenyl)propionic acid 105901-10-8P, 

(4-Bromophenyl) ( 4-chlorophenyl ) methanol 405551-72-6P, 

2 , 2-Bis ( 4-chlorophenyl ) propionic acid methyl ester 566949-43-7P, 

[ 2- ( 4-Bromophenyl ) -2-hydroxyethyl ] methylcarbamic acid tert-butyl ester 
857530-78-0P, 2- ( 3-Bromophenyl ) -3-phenylpropionitrile 857530-83-7P, 

2- (3-Bromophenyl) -1-phenylethylamine 857530-87-1P, 

3- ( 4-Bromophenyl ) -3- ( 4-chlorophenyl) -2-cyanopropanoic acid ethyl ester 
85753 0-88-2P, 3- ( 4-Bromophenyl ) -3- ( 4-chlorophenyl ) propionic acid 



85 753 0-89-3P, 3- ( 4-Bromophenyl ) -3- ( 4-chlorophenyl ) -N-methylpropionamide 
85 753 0-9 0-6P, [ 3- ( 4-Bromophenyl ) -3- ( 4-chlorophenyl ) propyl ] methylamine 
857530-92-8P, 3- ( 4-Bromophenyl ) -3- (3 , 4-dif luorophenyl ) -N- 
methylpropionamide 857530-93-9P, 

3- (3 , 4 -Dif luorophenyl ) -N-methyl-3- [ 4- ( lH-pyrazol-4-yl ) phenyl ] propionamide 

857530- 97-3P, 3- ( 4-Bromophenyl ) -3- ( 4-chlorophenyl ) propionamide 
85 753 0-9 8-4P, 3- ( 4-Bromophenyl ) -3- ( 4-chlorophenyl ) propylamine 

85753 1- 01-2P, 4- (4-Bromophenyl) -4- (4-chlorophenyl ) piper idine 

85 7531-02-3P, N- [ 2- ( 4-Bromophenyl ) -2- ( 4-methoxyphenyl ) ethyl ] -N- 
methylcarbamate tert-butyl ester 857531-05-6P, 

4- (4-Bromophenyl) -4- ( 4-chlorophenyl ) piperidine-l-carboxylic acid ethyl 
ester 857531-06-7P, 4- ( 4-Bromophenyl ) -4- ( 4-chlorophenyl ) -1- 
methylpiperidine 857531-24-9P, 4- [ 2 , 2-Bis ( 4- 

chlorophenyl ) ethyl ] piperazine-l-carboxylic acid tert-butyl ester 

85 7531-2 7-2P, 2- ( 4-Chlorophenyl ) -2- [ 4- ( lH-pyrazol-4-yl ) phenyl ] ethanol 

85 7531-2 8-3P, 2- ( 4-Chlorophenyl ) -2- [ 4- ( lH-pyrazol-4-yl ) phenyl ] acetaldehyde 

857531-31-8P, 4-Bromo-5-methyl-l- (tetrahydropyran 

-2-yl) -3-trif luoromethyl-lH-pyrazole 857531-32-9P, 

4- (4-Bromophenyl) -3-methyl-lH-pyrazole 857531-36-3P, 

[2- (4-Bromophenyl) -2- (4-chlorophenyl) ethyl] methylamine 85753 1-40-9P, 
[2- ( 4-Bromophenyl) -2- ( 4-phenoxyphenyl ) ethyl ] methylamine 857531-42-1P, 
[2- (4-Bromophenyl) -2- (4-methoxyphenyl) ethyl] methylamine 85 7531-43-2P, 
[2- (4-Bromophenyl) -2- (2-methoxyphenyl) ethyl] methylamine 85 7531-4 4-3P, 
[ 2- ( 4-Bromophenyl ) -2- ( 4-methoxyphenyl) ethyl ] methylamine hydrochloride 
85 7531-46-5P, 4- [ 1- ( 4-Bromophenyl ) -2- (methylamino ) ethyl ] phenol 
85 7531-4 7-6P, [ 2- ( 4-Bromophenyl ) -2- ( 4-hydroxyphenyl ) ethyl ] methylcarbamic 
acid tert-butyl ester 857531-48-7P, 

N- [ 2- ( 4-Bromophenyl ) -2- [ 4- (pyrazin-2-yloxy) phenyl ] ethyl ] methylamine 
85753 1-5 0-1P, [2- (4-Bromophenyl) -2-phenoxyethyl ] methylamine 

857531-52-3P, 2- [2- [ (4-Bromophenyl) ( 4-chlorophenyl ) methoxy] ethyl] isoindole- 
1,3-dione 857531-53-4P, N- [ 2- [( 4-Chlorophenyl )[ 4- ( lH-pyrazol-4- 
yl ) phenyl] methoxy] ethyl ]phthalamic acid 857531-65-8P, 

[3- (4-Bromophenyl) -3- ( 3-chlorophenoxy) propyl ] methylamine 857531-67-OP, 
6- (3-Methyl-l-trityl-lH-pyrazol-4-yl)nicotinonitrile 85753 1-6 8-1P, 
(4-Chlorophenyl) [ 6- ( 3-methyl-l-trityl-lH-pyrazol-4-yl ) pyr idin-3- 
yl]methanone 857531-71-6P, 1- (4-Bromophenyl) -3-imidazol-l-ylpropan-l-ol 
85753 1-72-7P, 1- [ 3- ( 4-Bromophenyl ) -3- ( 4-chlorophenyl ) propyl ] -lH-imidazole 
857531-74-9P, 1- [3- (4-Bromophenyl) -3-phenoxypr opyl ] -lH-imidazole 
85 7531-7 7-2P, [ 2- ( 4-Bromophenyl ) -2- ( 4-f luorophenyl ) ethyl ] car bamic acid 
benzyl ester 857531-79-4P, N- [ 2- ( 4-Fluorophenyl ) -2- [ 4- ( lH-pyrazol-4- 
yl ) phenyl ] ethyl ] carbamic acid benzyl ester 857531-82-9P, 
4- (4-Bromophenyl) -4- ( 4-hydroxyphenyl ) piper idine-l-carboxylic acid 
tert-butyl ester 857531-83-0P, 4- ( 4-Bromophenyl ) -4- [ 4- ( 2- 
methoxyethoxy) phenyl ] piperidine-l-carboxylic acid tert-butyl ester 

857531- 84-1P, 4- [ 4- ( 2-Methoxyethoxy ) phenyl ] -4- [ 4- ( lH-pyrazol-4- 

yl ) phenyl ] piperidine-l-carboxylic acid tert-butyl ester 857531-86-3P, 
4- (4-Bromophenyl) -4- [4- ( 3-methoxypropoxy) phenyl ] piperidine-l-carboxylic 
acid tert-butyl ester 857531-96-5P, 

4- (4-Chlorophenyl) -4- [ 4- ( 3-methyl-l-trityl-lH-pyrazol-4- 
yl) phenyl] piper idine 85 7532-00-4P, 

2- (4-Chlorophenyl) -2- ( 4-iodophenyl ) oxirane 85 7532-01-5P, 

1- ( 4-Chlorophenyl ) -2- ( 2-hydroxyethylamino) -1- ( 4-iodophenyl ) ethanol 

85753 2- 02-6P, 2- ( 4-Chlorophenyl ) -2- ( 4-iodophenyl ) morpholine 
857532-05-9P, [4- [4- ( 4-Bromophenyl ) piperidin-4-yl ] phenoxy] acetic acid 
ethyl ester hydrochloride 857532-07-1P, 

4- (4-Chlorophenyl) -4- ( 4-iodophenyl ) piper idine 857532-08-2P, 
4- [4- (4-Chlorophenyl)piperidin-4-yl]benzonitrile 857532-10-6P, 
2 , 2-Bis ( 4-chlorophenyl ) -N-methylpropionamide 85 7532-11-7P, 
[2, 2-Bis (4-chlorophenyl) propyl] methylamine 857532-14-OP, 

2- [ 2- ( 4-Chlorophenyl ) -2 -hydroxy- 2- ( 4-iodophenyl ) ethyl ] isoindole-1 , 3-dione 
85753 2-1 5-1P, N- [ 2- ( 4-Chlorophenyl ) -2-hydroxy-2- [ 4- ( lH-pyrazol-4- 

yl ) phenyl] ethyl ]phthalamic acid 857532-19-5P, 



4- ( 4-Chloro-3-f luorophenyl ) -4-hydroxypiperidine-l-carboxylic acid 
tert-butyl ester 857532-20-8P, 4- ( 4-Bromophenyl ) -4- ( 4-chloro-3- 
f luorophenyl ) piperidine hydrochloride 857532-22-OP, 
4- ( 4-Carboxyphenyl ) -4- ( 4-chlorophenyl ) piper idine-l-car boxy lie acid 
tert-butyl ester 857532-23-1P, 4- ( 4-Bromophenyl ) -4- ( 4- 

chlorophenyl ) piperidine-l-carboxylic acid tert-butyl ester 857532-24-2P, 
4- ( 4-Carboxyphenyl ) -4- [ 4- ( lH-pyrazol-4-yl ) phenyl ] piperidine-l-carboxylic 
acid tert-butyl ester 857532-26-4P, 4- ( 4-Chlorophenyl ) -3 , 4 , 5 , 6- 
tetrahydro-2H- [ 4, 4 ' ] bipyridinyl-l-carboxylic acid tert-butyl ester 
857532-31-1P, 2 , 2-Bis ( 4-chlorophenyl ) -2-f luoroethylamine 857532-36-6P, 
2- (4-Chlorophenyl) -N-methyl-2- [4- (3-methyl-l-trityl-lH-pyrazol-4- 
yl ) phenyl ] acetamide 857532-37-7P, 

2- (4-Chlorophenyl) -N-methyl-2- [4- (3-methyl-lH-pyrazol- 4- 
yl ) phenyl ] acetamide 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(intermediate; preparation of pyrazole derivs. as protein kinase modulators 
useful as anticancer agents in combination chemotherapy) 
IT 21771-88-0 39512-49-7, 4- ( 4-Chlorophenyl ) piper idin-4-ol 568565-46-8 
1153819-03-4 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(preparation of pyrazole derivs. as protein kinase modulators useful as 
anticancer agents in combination chemotherapy) 
IT 857531-76-1P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation of pyrazole derivs. as protein kinase modulators useful as 
anticancer agents in combination chemotherapy) 
IT 857531-17-0P, [ 2- ( 4-Chlorophenyl ) -2- [ 4- ( lH-pyrazol-4- 
yl ) phenyl ] ethyl ] methylamine 

RL: PAC (Pharmacological activity); PRP (Properties); RCT (Reactant); SPN 
(Synthetic preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; 
PREP (Preparation); RACT (Reactant or reagent); USES (Uses) 

(racemic drug candidate; preparation of pyrazole derivs. as protein kinase 
modulators useful as anticancer agents in combination chemotherapy) 
IT 85753 0-81-5P, 2- ( 4-Chlorophenyl ) -2- [ 4- ( lH-pyrazol-4-yl ) phenyl ] ethylamine 
RL: PAC (Pharmacological activity); PRP (Properties); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(racemic drug candidate; preparation of pyrazole derivs. as protein kinase 
modulators useful as anticancer agents in combination chemotherapy) 
IT 83-05-6, Bis (4-chlorophenyl) acetic acid 95-50-1, 1 , 2-Dichlorobenzene 
100-47-0, Benzonitrile, reactions 100-51-6, Benzyl alcohol, reactions 

100- 52-7, Benzaldehyde, reactions 100-66-3, Anisole, reactions 

101- 84-8, Diphenyl ether 105-56-6, Ethyl cyanoacetate 106-48-9, 
4-Chlorophenol 108-43-0, 3-Chlorophenol 108-86-1, Bromobenzene, 
reactions 108-90-7, Chlorobenzene, reactions 108-95-2, Phenol, 
reactions 110-89-4, Piperidine, reactions 110-91-8, Morpholine, 
reactions 123-75-1, Pyrrolidine, reactions 156-87-6, 

3- Aminopropan-l-ol 288-32-4, Imidazole, reactions 352-13-6, 

4- Fluorophenylmagnesium bromide 503-29-7, Azetidine 541-41-3, Ethyl 
chlorof ormate 591-50-4, Iodobenzene 766-51-8, 2-Chloroanisole 
873-77-8, 4-Chlorophenylmagnesium bromide 980-71-2, Brompheniramine 
maleate 1074-82-4, Potassium phthalimide 1122-91-4, 
4-Bromobenzaldehyde 1589-49-7, 3-Methoxypropanol 1982-36-1, 

1- ( ( 4-Chlorophenyl ) (phenyl ) methyl) -4-methyl-l, 4-diazacycloheptane 
dihydrochloride 2516-47-4, Cyclopropylmethylamine 2555-49-9, Ethyl 
phenoxyacetate 2642-82-2, 2 , 2-Bis ( 4-chlorophenyl ) ethanol 3891-07-4, 
N- (2-Hydroxyethyl) phthalimide 4409-11-4, 4- ( 4-Chlorobenzyl ) pyridine 
6186-22-7, 4-Bromophenylacetone 6316-74-1, 

2, 2-Bis (4-chlorophenyl) -N-methylacetamide 6482-24-2, 2-Bromoethyl methyl 
ether 7353-91-5, 4- (N, N-Dimethyl ) anilinemagnesium bromide 13139-86-1, 
4-Anisylmagnesium bromide 14508-49-7, 2-Chloropyrazine 16532-79-9, 



4-Bromophenylacetonitrile 21473-01-8, 2-Naphthylmagnesium bromide 
21473-02-9, 4-Phenoxyphenylmagnesium bromide 21998-50-5, 

2- (4-Chlorophenyl) -2-phenylethylamine hydrochloride 27469-61-0, 
1- (Bis (4-chlorophenyl)methyl)piperazine 31736-73-9, 

1- ( 4-Bromophenyl ) -3-chloropropan-l-one 31938-07-5, 

3- Bromophenylacetonitrile 32017-76-8, 2- ( 4-Bromophenyl ) oxirane 
33252-28-7, 6-Chloronicotinonitrile 33252-30-1, 2-Chloro-4-cyanopyridine 
36229-42-2, 3-Chlorophenylmagnesium bromide 40292-15-7, 
(4-Bromophenyl) ( 4-nitrophenyl ) methanone 41147-82-4, 

2- Amino-l- ( 4-bromophenyl ) ethanol 57260-71-6, N-BOCpiperazine 
57988-58-6, 4- ( 4-Bromophenyl ) piperidin-4-ol 58811-89-5, 

2- Amino-l, 1-bis ( 4-chlorophenyl ) ethanol 60061-68-9, 

4- Bromo-5-methyl-3-trif luoromethyl-lH-pyrazole 79 099-0 7-3, 
4-Oxopiperidine-l-carboxylic acid tert-butyl ester 79175-35-2, 
3 , 4-Dichlorophenylmagnesium bromide 85336-82-9, 

2, 2-Bis (4-chlorophenyl) ethylamine 90897-92-0, 
3 , 4-Dif luorophenylmagnesium bromide 91983-26-5, 

4- (Cyanomethylphenyl ) boronic acid 92206-72-9, 4-Bromobenzylmagnesium 
bromide 99847-42-4, ( 4-Chlorophenyl ) ( 4-iodophenyl ) methanone 
107549-22-4, 3-Bromobenzylmagnesium bromide 118753-70-1, 
Bis (2-chloroethyl) carbamic acid tert-butyl ester 170793-00-7, 

3- Fluoro-4-chlorophenylmagnesium bromide 246148-31-2, 

4- (4-Chlorophenyl) -4-phenylpiper idine 269410-08-4, 

4- (4, 4, 5, 5-Tetramethyl-l, 3, 2-dioxaborolan-2-yl ) -lH-pyr azole 288246-16-2, 

4-Bromo-lH-pyrazole-3-carbonitrile 312501-3 0-7, 

4- [4- (4-Bromophenyl (piper idin-4-yl] phenol 329214-79-1, 

3- (4, 4, 5, 5-Tetramethyl- [1,3, 2 ] dioxaborolan-2-yl ) pyridine 474706-57-5 
85753 0-80-4, 3, 5-Dimethyl-4- (4, 4,5, 5-tetramethyl- [ 1 , 3 , 2 ] dioxaborolan-2-yl ) - 
lH-pyrazole 857531-60-3, 4- ( 4-Chlorophenyl ) -4- [ 4- ( 4 , 4, 5, 5-tetramethyl- 
[1,3,2] dioxaborolan-2-yl ) phenyl ] piperidine 857531-97-6 , 

4- (4-Bromophenyl) -4- ( 4-chlorophenyl ) piperidine hydrochloride 
RL: RCT (Reactant); RACT (Reactant or reagent) 

(starting material; preparation of pyrazole derivs. as protein kinase 
modulators useful as anticancer agents in combination chemotherapy) 
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ANSWER 1 OF 26 CAPLUS COPYRIGHT 2009 ACS on STN 

There is increasing evidence that administration of histone 

deacetylase (HDAC) inhibitors can exert neuroprotective 

effects by a variety of mechanisms. Phenylbutyr ate is a well-known HDAC 
inhibitor, which increases gene transcription of a number of genes, 
and also exerts neuroprotective effects. These include several 
antioxidant enzymes, chaperones, and genes involved in cell survival. We 
examined whether administration of phenylbutyr ate could exert significant 
neuroprotective effects against l-methyl-4-phenyl-l , 2 , 3 , 6- 
tetrahydropyridine (MPTP) , which has been used to model 
Parkinson's disease. Administration of phenylbutyr ate significantly 
attenuated MPTP-induced depletion of striatal dopamine and loss of 
tyrosine hydroxylase-pos . neurons in the substantia nigra. These findings 
provide further evidence that administration of phenylbutyrate may be a 
useful approach for the treatment of neurodegenerative diseases. 
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Calingasan, Noel Y . ; Klivenyi, Peter; Beal, M. Flint 
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Title compels, represented by the formula I & II [wherein fused ring A is 
optionally substituted; Rl = (alkyl) -Xm- (alkyl) -Z; X = (un) substituted Ph 
or heteroaryl; Z = CONH(OH), N(OH)COY; Y = H, ( cyclo ) alkyl , Ph, 
heterocyclyl; m = 0 or 1 ; R4-R5 = H, R2-R3 = independently H, 
(un) substituted ( alkyl ) carbocyclic or (alkyl) heterocyclic group; R2R4, 
R3R5 = independently (un) substituted carbocyclic or heterocyclic ring; R6 
= H or alkyl; and their salts, hydrates or solvates thereof] were prepared 
as histone deacetylase (HDAC) enzyme 

inhibitors. For example, III was given in a multi-step synthesis 
starting from the reaction of Me 8-chloro-8-oxooctanoate with 
chlorotrityl-0-NH2 resin. Most prepared compds . showed inhibition of HDAC 
and Hela nuclear exts. HDACs with IC50 values of less than 1000 nM. Thus, 
I & II and their pharmaceutical compns. are useful as HDAC enzyme 
inhibitors for the treatment of inter alia and cancers (no data) . 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2004:1154709 CAPLUS 
142:93688 

Preparation of carboline and beta-carboline 

derivatives as HDAC enzyme inhibitors 

Davidson, Alan Hornsby; Yarnold, Christopher John; 

Charleton, Michael Hugh 

Chroma Therapeutics Limited, UK 

PCT Int. Appl., 39 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



APPLICATION NO. 



WO 2004113336 Al 20041 

W: AE, AG, AL, AM, AT, AU, AZ, BA, 



WO 2004-GB2504 20040615 < 

BG, BR, BW, BY, BZ, CA, CH, 





CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, EC, EE, EG, 


ES, 


FI, GB, GD, 




GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, JP, KE, KG, 


KP, 


KR, KZ, LC, 




LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, MK, MN, MW, 


MX, 


MZ, NA, NI, 




NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, SC, SD, SE, 


SG, 


SK, SL, SY, 




TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, UZ, VC, VN, 


YU, 


ZA, ZM, ZW 




RW: BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


MA, 


SD, SL, SZ, TZ, 


UG, 


ZM, ZW, AM, 




AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, BE, BG, CH, 


CY, 


CZ, DE, DK, 




EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IT, LU, MC, NL, 


PL, 


PT, RO, SE, 




SI, 


SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, GA, GN, GQ, 


GW, 


ML, MR, NE, 




SN, 


TD, 


TG 


















EP 


1633751 






Al 




20060315 




EP 2004-736846 




20040615 




R: AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, IT, LI, LU, 


NL, 


SE, MC, PT, 




IE, 


SI, 


FI, 


RO, 


CY, 


TR, 


BG, 


CZ, 


EE, HU, PL, SK 






US 


20060235012 




Al 




20061019 




US 2006-559626 




20060607 


PRIORITY 


' APPLN. 


INFO 














GB 2003-13814 
GB 2003-29998 
WO 2004-GB2504 




A 20030616 
A 20031223 
W 20040615 



OTHER SOURCE (S) : 

OS. CITING REF COUNT: 



REFERENCE COUNT: 



MARPAT 142:93688 

4 THERE ARE 4 CAPLUS RECORDS THAT CITE THIS RECORD 

(4 CITINGS) 

3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



ANSWER 3 OF 26 CAPLUS COPYRIGHT 2009 ACS on STN 

Compds. R1R2CH-C6H4-L-COR3 (Rl = lower alkyl optionally substituted with 
one or more suitable substituent ( s ) , aryl optionally substituted with one 
or more suitable substituent ( s ) , fused ring; R2 = acylamino, optionally 
protected OH; L = lower alkenylene; R3 = hydroxyamino ) , or salts thereof, 
are disclosed. The compds. are useful as inhibitors of 
histone deacetylase and may be used to treat a variety 
of diseases, e.g., inflammatory disorders, diabetes, cirrhosis, acute 
promyelocytic leukemia, protozoal infections, etc. Thus, over 100 compds. 
were synthesized and 4 were shown to inhibit histone 
deacetylase and to inhibit T cell growth. 
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This invention pertains to title N-hydroxybenzamides CyQl JQ2CONHOH [I; 
wherein J = independently OCO, C02, CO; Cy = independently (un) substituted 
carbocyclyl, heterocyclyl, aryl; Ql = independently (un ) substituted 
divalent bidentate group; Q2 = independently (un) substituted 
alkylene (arylene) , arylene (alkylene) , alkylene-arylene-alkylene ; and 
pharmaceutically acceptable salts, solvates, amides, esters, ethers, chemical 
protected forms, and prodrugs thereof], which were prepared as 
histone deacetylase (HDAC) inhibitors. The 

present invention also pertains to pharmaceutical compns. of I, the use of 
such compds . and compns. to inhibit HDAC, and the treatment of conditions 
mediated by HDAC, such as cancer, proliferative conditions, psoriasis, 
etc. (no clin. data). For example, N- (benzyloxy ) -4-hydroxybenzamide was 
coupled with 1- ( 4-methoxyphenyl ) cyclohexanecarbonyl chloride in THF to 
give the ester (52%) . Deprotection using 5% Pd/C in MeOH provided II 
(PX118478) in 64% yield. The latter inhibited HDAC in human cervical 
adenocarcinoma (HeLa) cells with IC50 of 32 nM and demonstrated 
antiproliferative activity against HeLa cells, HPV E7 transformed human 
keratinocyte (Kll) cells, and human T-cells (JURKAT) with IC50 values of 
13.6 |xM, and 500 nM, resp. 
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Title compds . I [Rl = N-containing heterocycle ; R2 = hydroxyamino ; R3 = H, 
etc.; LI = (CH2)n; n = 0-6; L2 = alkenylene] are prepared For instance, 
2- ( 4-iodobenzyl ) -lH-benzimidazole (preparation given) is sulfonylated with 
TsCl, coupled sequentially with acrylic acid (DMF, Pd(OAc)2, (o-tolyl)3P, 
i-Pr2NEt, 120°, 90 min), O- (tetrahydro 

-2H-pyran-2-yl)hydroxylamine (DMF, HOBt, EDCI) and deprotected (MeOH, HC1) 
to give II. II has IC50 = 28 nM for histone deacetylase 

I are useful for the treatment of inflammation and diabetes. 
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Q2 = CI 



AB Title compds. e.g. (I; Y, Z = N, CH; W = Ql, Q2, Q3, etc.), were prepared 
Thus, 4- [ [ ( 4-Amino-6- ( 2-indanylaraino) - [1,3, 5] triazin-2- 

yl ) amino] methyl ] benzoic acid (preparation given) in DMF was stirred with Et3N, 
BOP, and 1 , 2-phenylenediamine to give 63% 

4- [ [ (4-Amino-6- ( 2-indanylamino ) - [ 1 , 3 , 5 ] triazin-2-yl ) amino ] methyl ] -N- ( 2- 
aminophenyl ) benzamide . The latter inhibited human histone 
deacetylase HDAC-1 with IC50 = 0.4 nM. 
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The (R) and (S) enantiomers of the title compound I [Ar = (un) substituted 
(hetero) aryl; Rl = H, (un) substituted Ph, alkyl, alkenyl; R2 = H, alkyl; 
or Rl together with Ar group form a tetrahydronaphthalene, 
indane or dibenzosuberane ring] which are novel antiproliferative 
therapeutic agents, were prepared and formulated. E.g., a 2-step synthes 
of (R) -thiophene-2 , 5-dicarboxylic acid 

2-hydroxyamide-5- [( 1-phenylethyl ) amide] , starting from Me 

thiophene-2 , 5-dicarboxylate and (R) -1-phenylethylamine, was given. The 

compds . I have HDAC inhibitor activity (data given) and are 

useful in the treatment of cancer. Also disclosed are methods of making 

and using compds. I, as well as pharmaceutical compns. containing compds. 
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The invention discloses a method for delivering a gene product to an 
animal. The method comprises administering an expression vector 
comprising a nucleic acid sequence operably linked to a promoter and 
encoding a gene product, and upregulating transcription of the nucleic 
acid sequence in the ocular cell. The expression vector can be an 
adenoviral vector. The invention further provides a method of 
prophylactically or therapeutically treating an animal for at least one 
ocular-related disorder. The method comprises contacting an ocular cell 
with an expression vector comprising a nucleic acid sequence encoding an 
inhibitor of angiogenesis and/or a neurotrophic agent. In one 
aspect, the method further comprises upregulating transcription of the 
nucleic acid sequence. Preferably, if 2x108 adenoviral particles of the 
inventive method are administered to a mouse, the level of expression of 
the nucleic acid sequence is not diminished more than ten-fold at 28 days 
post-administration . 
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AB Thiophene-2-hydroxamic acids (shown as I; variables defined below; e.g. 
II) and corresponding N-oxides, pharmaceutically acceptable salts, 
solvates and prodrugs of such compds. and their use in the treatment of 
diseases associated with histone deacetylase enzymic 

activity (e.g. cancer, psoriasis, f ibroprolif erative disorders, smooth 

muscle cell proliferation disorders, etc.) are claimed. Although the 

methods of preparation are not claimed, >100 example prepns. are included. For 

example, 5- ( 2-methyl-5-trif luoromethyl-2H-pyrazol-3-yl ) thiophene-2- 

carboxylic acid hydroxyamide was prepared in 96% yield deprotection of 

5- ( 2-methyl-5-trif luoromethyl-2H-pyrazol-3-yl ) thiophene-2 -car boxy lie acid 

(tetrahydropyran-2-yloxy) amide in MeOH using p-toluenesulf onic 

acid; the reactant was prepared in 78% yield by amide formation of 

5- [ 2 -methyl -5- (trif luoromethyl ) -2H-pyrazol-3-yl ] thiophene-2 -car boxy lie 

acid with 0- (tetrahydro-2H-pyran-2-yl) hydroxylamine in DMF using 

diisopropylethylamine and 0- ( 7-azabenzotr iazol-l-yl ) -N, N, N ' , N ' - 

tetramethyluronium hexaf luorophosphate . Histone 

deacetylase inhibitory activity is reported for 6 examples of I, 
e.g. IC50 0.062 (iM for II; 5 of these were tested for their ability to 
reduce cell proliferation in 2 cell lines (MCF-7 and MDA-MB-231; human 
mammary gland adenocarcinoma), e.g. IC50 = 0.6 and 2.0 |LiM, resp. for 
II. For I: Rl = aryl or heteroaryl, each (un) substituted by >1 R3 , 
alkylenedioxy , carboxy, cyano, halo, hydroxy, nitro, haloalkyl, 
haloalkoxy, -C(0)R3, -C(0)OR3, -C(:Z)NR4R5, -NR4R5, -NR6C(0)OR3, 
-NR6C (0) NR4R5, -NR6C(:Z)R3, -OC(0)NR4R5, -NR6S02R3, -OR3, -OC(0)R3, -SH, 
-SR3, -SOR3, -S02R3 and -S02NR4R5; R2 = H, chloro, cyano, fluoro, alkoxy, 
alkyl, or haloalkyl; R3 = aryl, heteroaryl, cycloalkyl, cycloalkenyl , 
heterocycloalkyl or R7; R4 and R5 = H, alkyl, alkenyl, aryl, heteroaryl, 
cycloalkyl, cycloalkenyl or heterocycloalkyl, wherein said alkyl or 
alkenyl are (un) substituted by aryl, heteroaryl, cycloalkyl, cycloalkenyl 
or heterocycloalkyl; or the group -NR4R5 may form a cyclic amine; R6 = H 
or lower alkyl; R7 = alkyl, alkenyl and alkynyl, wherein said alkyl, 
alkenyl or alkynyl are (un) substituted by >1 aryl, heteroaryl, 
cycloalkyl, cycloalkenyl, heterocycloalkyl, hydroxy, -C(:Z)NR4R5, -NR4R5, 
-NR6C(:Z)R8, -OC(0)NR4R5, -NR6C(0)OR8, -NR6C (0) NR4R5, -NR6S02R8, -OR8, 
-SOR8, S02R8 and -S02NR4R5; R8 = alkyl, alkenyl or alkynyl, 
(un) substituted by >1 aryl, heteroaryl, cycloalkyl, cycloalkenyl, 



heterocycloalkyl , hydroxy and halogen; or R8 = aryl, heteroaryl, 
cycloalkyl, cycloalkenyl or heterocycloalkyl; and Z is 0 or S. 
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The title compds . [I; ring A = heterocyclyl ; m = 0-4; Rl = OH, halo, CF3, 
CN; ring B = thienyl, thiadiazoly 1 , thiazolyl, pyrimidyl, pyrazinyl, 
pyridazinyl and pyridyl; R2 = halo; n = 0-2; R4 = OH, halo, CF3, CN; p = 
0-4; R3 = NH2, OH] or pharmaceutical^ acceptable salts or in-vivo 
hydrolysable ester or amide thereof, useful in the treatment of diseases 
or medical conditions mediated by histone deacetylase 
such as cancer, were prepared Thus, coupling 

N- ( 2-tert-butoxycarbonylaminophenyl) -5-bromothiophene-2-carboxamide with 
pyridine-3-boronic acid in the presence of Pd(PPh3)4 followed by Boc-group 
removal afforded II. The compds. I showed IC50 of < 2.5 |xM against 
recombinant human HDAC1 produced in Hi5 insect cells. The pharmaceutical 
compns. containing the compound I are claimed. 
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The present invention relates to methods for diagnosing the metastatic 
potential of hepatocellular carcinoma (HCC) in HCC patients and methods 
for diagnosing the potential of developing HCC in patients with chronic 
liver diseases. A computer readable medium, a digital computer, and a 
system useful for such diagnosis are also provided. Further disclosed are 
methods for identifying potential therapeutic targets for treating 
metastasis in HCC patients and methods for preventing HCC in patients with 
chronic liver diseases. Based on UniGene (UG) database compiled by NCBI, 
two sets of gene clusters are identified by the gene profiling method: a 
metastatic gene expression predictor correlated with the diagnosis of 
metastatic HCC and a HCC gene expression predictor correlated with the 
diagnosis of patients likely to develop HCC. Among them, osteopontin 
(OPN) and EpCAM (epithelial cell adhesion mol., also known as TACSTD1, 
encoded by gene GA733-2) are used as the major therapeutic targets (both 
sequences claimed but not provided) . In addition, the invention provides 
methods for inhibiting metastasis in HCC patients by suppressing the 
function of one therapeutic target, osteopontin, and methods for 
preventing the development of HCC in patients with chronic liver diseases 
by suppressing the function of one therapeutic target, EpCAM. 

Pharmaceutical compns. containing agents capable of inhibiting the functions 
of osteopontin or EpCAM are also disclosed. 
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The title compds . [I; ring A = heterocyclyl ; m = 0-4; Rl = OH, halo, CF3, 
CN, etc.; R2 = halo; n = 0-2; R3 = NH2, OH; R4 = OH, halo, CF3, CN, etc.; 
p = 0-4; or pharmaceutically-acceptable salts or in-vivo-hydrolysable 
esters or amides thereof], useful in the treatment of diseases or medical 
conditions mediated by histone deacetylase such as 
cancer, were prepared Thus, deprotection of 

N- (2-tert-butoxycarbonylaminophenyl) -4- (pyridin-4-yl ) benzamide (preparatio 
given) with 4M HC1 solution in dioxane afforded 46% I.HC1 [A = pyridin-4-y 
R2 = H; R3 = NH2 ; R4 = H] . The compds. I showed IC50 of < 50.0 |uM in 
in vitro enzyme assay of pooled histone deacetylases . 
Pharmaceutical composition comprising the compound I is claimed. 
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AB This invention relates to the identification and use of gene expression 

patterns (or profiles or "signatures") which are correlated with (and thus 
able to discriminate between) cells in various stages and/or grades of 
breast cancer. Broadly defined, these stages are non-malignant vs. 
malignant, but may also be viewed as normal vs. atypical (optionally 
including reactive and pre-neoplastic) vs. cancerous. Another definition 
of the stages is normal vs. precancerous (e.g. atypical ductal hyperplasia 
or atypical lobular hyperplasia) vs. cancerous (e.g., carcinoma in situ 
such as ductal carcinoma in situ (DCIS) and/or lobular carcinoma in situ 
(LCIS) ) vs. invasive (e.g. carcinomas such as invasive ductal carcinoma 
and/or invasive lobular carcinoma). The signature profiles are identified 
based upon multiple sampling of reference breast tissue samples from 
independent cases of breast cancer and provide a reliable set of mol. 
criteria for identification of cells as being in one or more particular 
stages and/or grades of breast cancer. The gene CRIP1 is especially prominent 
and thus may be a potential biomarker for the detection of breast cancer 
including the pre-malignant stage of atypical ductal hyperplasia. The 
epithelium-specific transcription factor ELF5 is also noteworthy since it 



maps to chromosome llpl3-15, a region subject to frequent loss of 
heterzygosity and rearrangement in multiple carcinoma including breast 
cancer . 

2003:836498 CAPLUS 
139:336483 

Gene expression profiles for diagnostic and prognostic 
grading of breast cancer and for drug screening 
Erlander, Mark G.; Ma, Xiao-Jun; Sgroi, Dennis C. 
USA 

U.S. Pat. Appl. Publ., 
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R 1 Q=X , (CH2) n 

V /) L-N Z-S0 2 - (C(R3) 2 )m— A 



This invention comprises the novel compds . (I) (wherein n = 1-3, m = 1-4, 
Q, X, Y = N, CH; Z = N, CH; Rl = (un) substituted amido, acylamido, 
guandido, and other Zn chelating group, etc.; R2 = H, halo, OH, NH2, N02, 
Cl-6alkyl, Cl-6alkoxy, CF3, di (Cl-6alkyl) amino, HONH, 
naphthalenylsulfonylpyrazinyl; R3 = H aryl; R4 = H, HO, NH2, 
hydroxyCl-6alkyl, Cl-6alkyl, Cl-6alkoxy, arylCl-6alkyl , aminocarbonyl , 
hydroxycarbonyl , aminoCl-6alkyl , aminocarbonylCl-6alkyl , 
hydroxy car bony 1C 1-6 alky 1, hydroxyaminocarbonyl, Cl-6alkoxycarbonyl , 
Cl-6alkylamino, di (Cl-6alkyl ) aminoCl-6alkyl ; L = nul or bivalent radical 
selected from Cl-6alkanediyl , amino, carbonyl or aminocarbonyl; A = aryl, 
cyclohexyl, heterocyclic derivs.), having histone 

deacetylase inhibiting enzymic activity; their preparation, compns. 
containing them and their use as a medicine. For example, 

4- (4- (2-naphthylsulfonyl)piperazin-l-yl) -N-hydroxybenzamide in 100% yield 
was prepared by the hydrogenation of 

4- ( 4- ( 2-naphthylsulf onyl ) piperazin-l-yl ) -N- (phenylmethoxy ) ben z amide ( II ) 
in THF by Pd/C as a catalyst. II was prepared from 1 , 1-dimethylethyl 
4- ( 4-carboxyphenyl ) -1-piperazinecarboxylate and 
0- (phenylmethyl ) hydroxylamine hydrochloride in presence of 
dimethylaminopyridine in CH2C12 and diisopropylcarbodiimide, forming 
1 , 1-dimethylethyl 4- [ 4- [ (phenylmethoxy) amino] carbonylphenyl ] -1- 
piperazinecarboxylate which was saponified and subsequently reacted with 
-naphthalenesulf onyl chloride to give the II. 
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(CH 2 ) n 

Z — L — CO — NR4 — A 




The title compds . I [Q, X, Y = N, (un) substituted CH; Rl = (un) substituted 
C0NH2, NHCHO, COalkanediylSH, CONHOH, NHCOC:NHOH or other Zn-chelating 
group; R2 = H, halogen, OH, amino, N02, alkyl, alkoxy, CF3, dialkylamino, 
NHOH, naphthalenylsulf onylpyrazinyl ; R3 = H, OH, amino, (un) substituted 
alkyl, alkoxy, C0NH2, C02H; R4 = H, alkyl, cycloalkyl, hydroxyalkyl , 
alkoxyalkyl, dialkylaminoalkyl , aryl; L = bond, NH, alkanediylamino ; A = 
(un) substituted Ph, cyclohexyl, heterocyclic, heteroaryl, naphthyl; n = 
0-3] were prepared for use as histone deacetylase 

inhibitors in the treatment of proliferative diseases. Thus, the 
carbamoylpiperazinylpyrimidinecarboxamide II was prepared from piperazine, 
Et 5-methylsulf onylpyrimidine-2-carboxylate, and Ph2NCOCl in 5 steps. II 
had pIC50 for inhibition of histone deacetylase of 

7.127 and for antiproliferative activity against A2780 cells of 6.114. 
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AB The title compds . I [Q, X, Y, Z = N, (un ) substituted CH; Rl = 

(un) substituted CONH2 , NHCHO, COalkanediylSH, CONHOH, NHCOC:NHOH or other 
Zn-chelating group; R2 = H, halogen, OH, amino, N02, alkyl, alkoxy, CF3, 
dialkylamino, NHOH, naphthalenylsulf onylpyrazinyl ; R3 = H, aryl; R4 = H, 
OH, amino, (un) substituted alkyl, alkoxy, CONH2, C02H; R5 = H, alkyl, 
cycloalkyl, hydroxyalkyl , alkoxyalkyl, dialkylaminoalkyl , aryl; A = 
(un) substituted Ph, cyclohexyl, heterocyclic, heteroaryl, naphthyl; n = 
0-3; p = 0-4] were prepared for use as histone deacetylase 
inhibitors in the treatment of proliferative diseases. Thus, the 
sulf onylaminopiperidine II was prepared from Et 

4-aminopiperidine-l-carboxylate, 2-naphthalenesulf onyl chloride, and Et 
2-methylsulf onylpyrimidine-5-carboxylate in 6 steps. II had pIC50 for 
inhibition of histone deacetylase of 6.523 and for 
antiproliferative activity against A2780 cells of 5.277. 
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The title compds . I [Q, X, Y = N, (un) substituted CH; Rl = (un) substituted 
C0NH2 , NHCHO, COalkanediylSH, CONHOH, NHCOC:NHOH or other Zn-chelating 
group; R2 = H, halogen, OH, amino, N02, alkyl, alkoxy, CF3, dialkylamino, 
NHOH, naphthalenylsulf onylpyrazinyl; R3 = H, aryl; R4 = H, OH, amino, 
(un) substituted alkyl, alkoxy, C0NH2, C02H; R5 = H, alkyl, cycloalkyl, 
hydroxyalkyl, alkoxyalkyl, dialkylaminoalkyl , aryl; L = bond, alkanediyl, 
alkanediyloxy, amino, CO, CONH; A = (un) substituted Ph, cyclohexyl, 
heterocyclic, heteroaryl, naphthyl; m = 0, 1; n = 0-3; p = 0-4] were 
prepared for use as histone deacetylase 

inhibitors in the treatment of proliferative diseases. Thus, the 
naphthoylaminomethylpiperidine II was prepared from 2-naphthoyl chloride and 
4-aminomethyl-l-tert . -butxycarbonylpiperidine in 6 steps. II had pIC50 
for inhibition of histone deacylase of 8.103 and for antiproliferative 
activity against A2780 cells of 6.881. 
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This invention comprises aryl and heteroaryl hydroxamic acids (shown as I; 
variables defined below; e.g. II) having histone 

deacetylase inhibiting enzymic activity; their preparation, compns. 
containing them and their use as a medicine. Compds . I show excellent 
in-vitro histone deacetylase inhibiting enzymic 

activity, have advantageous properties with regard to cellular activity 
and specific properties with regard to inhibition of cell cycle 



progression at both Gl and G2 checkpoints (p21 induction capacity) , and 
show good metabolic stability and high bioavailability and more particular 
show oral bioavailability. They can also be used for detection and 
identification of histone deacetylase. General 

synthetic procedures and characterization data for twenty-seven I are 
included; also, prepns. of 12 intermediates are included. For example, a 
59 % yield of 2- [ 4- (dimethylaminosulf onyl ) piperazin-l-yl ] pyrimidine-5- 
carbohydroxamic acid was obtained by removing the 0- 
tetrahydropyranyl group of its ester using trif luoroacetic acid; 
the ester was prepared in 61 % yield from 

N ' - (ethyl car bonimidoyl ) -N, N-dimethyl-1 , 3-propanediamine monohydrochloride, 
sodium 2- [4- (dimethylaminosulf onyl ) piperazin-l-yl ] pyrimidine-5- 
carboxylate, 0- (tetrahydro-2H-pyran-2-yl) hydroxylamine, and 

1-hydroxy-lH-benzotriazole in CH2C12/THF. The sodium salt was obtained by 
base hydrolysis of the Et ester; the ester was prepared in 73 % yield from 
Et 2- (piperazin-l-yl ) pyrimidine-5-carboxylate and dimethylsulf amoyl 
chloride; Et 2- (piperazin-l-yl ) pyrimidine-5-carboxylate was obtained in 
<96 % yield from Et 2- ( 4-benzylpiperazin-l-yl ) pyr imidine-5-carboxylate by 
hydrogenation using Pd/C; the benzyl derivative was obtained from 

1- (phenylmethyl ) piperazine, (135 raL) was added gradually to a solution of 
potassium carbonate (0.18 mol) and 

2- (methylsulf onyl ) -5-pyrimidinecarboxylic acid Et ester, K2C03 in MeCN. 
For I: n is 0-3; Q, X and Y are N or C; Z is N or CH; Rl is -C(0)NR5R6, 
-N(H)C(0)R7, -C (0) -Cl-6alkanediylSR7, -NR8C (0) N (OH) R7, 
-NR8C(0)Cl-6alkanediylSR7, -NR8C (0) C :N (OH) R7 or another 
Zn-chelating-group; R2 is H, halo, hydroxy, amino, nitro, Cl-6alkyl, 
Cl-6alkyloxy, trif luoromethyl, di (Cl-6-alkyl ) amino, hydroxyamino or 
naphthalenylsulf onylpyrazinyl . R3 is H, Cl-6-alkyl, arylC2-6alkenediyl , 
furanylcarbonyl, naphthalenylcarbonyl, -C (0) phenylR9 , 
Cl-6alkylaminocarbonyl, aminosulf onyl, arylaminosulf onyl, 

aminosulf onylamino, di (Cl-6-alkyl) aminosulf onylamino , 
arylaminosulf onyl amino, aminosulf onylaminoC 1-6 -alky 1, 
di (Cl-6-alkyl) aminosulf onylaminoCl-6-alkyl, 

arylaminosulf onylaminoCl-6alkyl, di (Cl-6-alkyl) aminoCl-6alkyl , 
Cll-12-alkylsulfonyl, di (Cl-6-alkyl) aminosulf onyl, 
trihaloCl-6-alkylsulf onyl, di ( aryl ) Cl-6alkylcarbonyl , 

thiophenylCl-6alkylcarbonyl, pyridinylcarbonyl or arylCl-6alkylcarbonyl . 
R4 is H, hydroxy, amino, hydroxyCl-6alkyl, Cl-6alkyl, Cl-6alkyloxy , 
arylCl-6alkyl, aminocarbonyl , hydroxycarbonyl , aminoCl-6-alkyl , 
aminocarbonylC 1-6 -alky 1, hydroxycarbonylCl-6-alkyl , hydroxy aminocarbonyl , 
Cl-6-alkyloxycarbonyl, Cl-6-alkylaminoCl-6-alkyl or 

di (Cl-6-alkyl ) aminoCl-6-alkyl ; when R3 and R4 are present on the same C 
atom, R3 and R4 together may form -C (0) -NH-CH2-NR1 0- wherein RIO is H or 
aryl; when R3 and R4 are present on adjacent C atoms, R3 and R4 together 
may form : CH-CH : CH-CH : ; addnl. details are given in the claims. 
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AB A series of N-hydroxy-3-phenyl-2-propenamides were prepared as novel 
inhibitors of human histone deacetylase 

(HDAC). These compds . were potent enzyme inhibitors, having 
IC50s < 400 nM in a partially purified enzyme assay. However, potency in 
cell growth inhibition assays ranged over 2 orders of magnitude in two 
human carcinoma cell lines. Selected compds. having cellular IC50 < 750 
nM were tested for maximum tolerated dose (MTD) and for efficacy in the 
HCT116 human colon tumor xenograft assay. Four compds. having an MTD 
> 100 mg/kg were selected for dose-response studies in the HCT116 



xenograft model. One compound, NVP-LAQ824, had significant dose-related 
activity in the HCT116 colon and A549 lung tumor models, high MTD, and low 
gross toxicity. On the basis, in part, of these properties, NVP-LAQ824 
has entered human clin. trials in 2002. 
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r2) Arl-CO-NR2 (ORl) 



AB The present invention is directed to certain bicyclic hydroxamic acids 
(shown as I; variables defined below; e.g. 

N-hydroxy-4- (3-methoxyphenyl) benzamide) that are inhibitors of 

histone deacetylase (no data) and are therefore useful 

in the treatment of diseases associated with histone 

deacetylase activity. Pharmaceutical compns. (5 examples) and 

processes for preparing these compds. are also disclosed. For I: Rl is H or 

alkyl; R2 is H; Arl is phenylene or a six membered heteroarylene ring 

containing one or two N ring atoms, the rest of the ring atoms being C; 

wherein said Arl group is (un) substituted with one or two alkyl, halo, 

hydroxy, alkoxy, haloalkoxy, or haloalkyl; Ar2 is aryl, benzimidazol-2-yl , 

cycloalkyl or heterocycloalkyl ; R3 is H, alkyl, halo, hydroxy, or alkoxy. 



R4 and R5 = H, alkyl, halo, haloalkyl, nitro, cyano, carboxy, 
carboxyalkyl, alkoxycarbonyl , (un) substituted Ph, (un) substituted 
heteroaryl, (un) substituted heterocycloalkyl , cycloalkyl, 

heterocycloaminoalkyl , -X-R6, or - (Cl-6alkylene ) -Y-R7 where X and Y = -0-, 
-S-, -SO-, -S02-, -NR8-, -CO-, -NR9C0-, -CONR10-, -NR11S02-, -S02NR12-, 
-NHC(0)0-, -OC(0)NH-, -NR13CONR14-, or -NR15S02NR1 6- ; addnl. details 
including provisos are given in the claims. Although the methods of 
preparation are not claimed, .apprx.20 example prepns. of I are included. 
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AB The invention relates to triazines (shown as I; variables defined below; 

e.g. 4- [ [ 4-amino-6- ( 2-indanylamino) -[1,3, 5 ] triazin-2-y 1 amino ] methyl ] -N- ( 2- 

aminophenyl)benzamide) and Cy3-Xl-Ar2- (C (R5 ) : C (R6 ) ) qC (0) NH-Ay2 (II; 

variables defined below; e.g. ), many of which are 

N- (o-aminophenyl) carboxamides, as inhibitors of histone 

deacetylase (data included for many I and II). The invention 

provides compds . and methods for inhibiting histone 

deacetylase enzymic activity. The invention also provides compns. 
and methods for treating cell proliferative diseases and conditions. 
Antineoplastic effects of some I and II are illustrated for colorectal, 
pulmonary and pancreatic neoplasms; also the combined antineoplastic 
effect of histone deacetylase inhibitors and 
histone deacetylase antisense oligonucleotides on tumor 

cells in vivo was demonstrated. For I: R3 and R4 = H, LI, Cyl and -Ll-Cyl 
(LI = C1-C6 alkyl, C2-C6 heteroalkyl, or C3-C6 alkenyl; Cyl = cycloalkyl, 
aryl, heteroaryl, or heterocyclyl ) or R3 and R4 are taken together with 
the adjacent N atom to form a 5-, 6-, or 7-membered ring, wherein the ring 
atoms = C, 0, S, and N, and wherein the ring is optionally substituted, 
and optionally forms part of a bicyclic ring system, or is optionally 
fused to one or two aryl or heteroaryl rings, or to one or two saturated or 
partially unsatd. cycloalkyl or heterocyclic rings, each of which rings 
and ring systems is optionally substituted. Yl = -N(R1)(R2), 
-CH2-C (0) -N (Rl) (R2) , halogen, and H (Rl and R2 = H, LI, Cyl, and -Ll-Cyl). 
Y2 = chemical bond or N(R0) (RO = H, alkyl, aryl, aralkyl, and acyl); Akl = 
C1-C6 alkylene, Cl-C6-heteroalkylene (preferably, in which one -CH2- is 
replaced with -NH-, and more preferably -NH-CH2), C2-C6 alkenylene or 
C2-C6 alkynylene; Arl = arylene or heteroarylene, either of which is 
optionally substituted; and Zl = C(0)NH-Ayl and CH : CHC (0) NH-Ayl (Ayl = 
aryl or heteroaryl, each of which is optionally substituted). For II: Cy2 
= cycloalkyl, aryl, heteroaryl, or heterocyclyl; XI = covalent bond, 
M1-L2-M1, and L2-M2-L2 (L2 = chemical bond, C1-C4 alkylene, C2-C4 alkenylene, 
and C2-C4 alkynylene, provided that L2 is not a chemical bond when XI is 
M1-L2-M1; Ml = -0-, -N(R7)-, -S-, -S(0)-, S (0) 2-, -S ( 0 ) 2N ( R7 ) - , 
-N(R7) S (0) 2-, -C(0)-, -C(0)NH-, -NHC(O)-, -NHC(0)-0- and -0C(0)NH- (R7 = 
H, alkyl, aryl, aralkyl, acyl, heterocyclyl, and heteroaryl); and M2 = Ml, 
heteroarylene, and heterocyclylene, either of which rings is optionally 
substituted) . Ar2 = arylene or heteroarylene, each of which is optionally 
substituted; R5 and R6 = H, alkyl, aryl, and aralkyl; q is 0 or 1; and Ay2 
is a 5-6 membered cycloalkyl, heterocyclyl, or heteroaryl substituted with 
an amino or hydroxy moiety (preferably these groups are ortho to the amide 
N to which Ay2 is attached) and further optionally substituted; provided 
that when Cy2 is naphthyl, XI is -CH2-, Ar2 is Ph, R5 and R6 are H, and q 
is 0 or 1, Ay2 is not Ph or o-hydroxyphenyl . Although the methods of 
preparation are not claimed, hundreds of example prepns. are included. 
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The title compds . [I; A ring = (un) substituted Ph, indolyl; Rl, R2 = H, 
alkyl, CF3, aryl; X = C5-7 alkylene wherein one CH2 group may be replaced 
by 0 or S atom, or wherein 2 carbon atoms from C:C bond, and which is 
(un) substituted by 1-2 substituents selected form alkyl, halo] with 
histone deacetylase (HDAC) inhibitor activity 

and anti-cell proliferation activity, were prepared Thus, amidation of 
co-bromooctanoic acid with O-benzylhydroxylamine . HC1 (78% yield) 
followed N-alkylation of 1 , 2 , 3 , 4-tetrahydroisoquinoline with the 
resulting bromide (84%), and deprotection by hydrogenation (98%) afforded 
II which showed 54% HDAC inhibition at 10 nM. 
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AB Compds. having the formula (R4-L2 ) nLl-CRlR2R3 or therapeutically 

acceptable salts thereof [wherein n = 1, 2; LI = alkenylene, alkylene, 

alkynylene, cycloalkylene, heteroalkylene, 

(alkylene) -C (O) N (R5 )- (alkylene) , (alkylene) -O- (alkylene) (wherein each 
group is drawn with its left-hand end being the end which attaches to L2, 
and its right-hand end being the end which attaches to the carbon 
substituted with Rl, R2, and R3); L2 =, C2 alkenylene, 0, S, S02, 
OC(0)NR5, N(R6)C(0), C(0)N(R6), S02N(R6), N(R6)S02, C:N-0, N (R6 ) C (0) N (R6 ) , 
and C (0) N (R6 ) N (R6 ) C (0) (wherein each group is drawn with its left-hand end 
being the end which attaches to R4, and its right-hand end being the end 
which attaches to LI); Rl is selected from the group consisting of 
alkanoyl, alkoxycarbonyl , CONH2, C02H, haloalkyl, heterocyclyl (wherein 
the heterocycle is selected from the group consisting of oxazolyl, 
dihydrooxazolyl, oxadiazolyl, and tetrazolyl) ; R2 = R3 = HO; or R2 and R3 
together are oxo; R4 = alkoxyalkyl, alkyl, aryl, arylalkyl, cycloalkyl, 
cycloalkylalkyl, heterocycle, heterocyclylalkyl ; R5, R6 = H, alkyl, aryl, 
arylalkyl; or R5 and R6, together with the nitrogen atom to which they are 
attached, form a heterocycle selected from the group consisting of 
(un) substituted morpholinyl, piperazinyl, piperidinyl, and 
thiomorpholinyl ] , which are histone deacetylase (HDAC) 
inhibitors (no data), are prepared These compds. are used for the 
treatment of diseases, possibly e.g. several human cancers associated with 
malfunction in histone deacetylases . Thus, a mixture of 

9, 9, 9-trif luoro-8-oxononanoic acid (50 mg, 0.22 mmol), HOBt (30 mg, 0.22 
mmol), carbodiimide PS resin (720 mg) , and 4-phenyl-l , 3-thiazol-2-amine 
(0.27 mmol) in DMF (5 mL) at room temperature was agitated in a Quest 210 
parallel synthesizer for 18 h, treated with trisamine PS resin (220 mg) , 
and agitated for 2 h. The solution was decanted, the resin was rinsed with 
dichloromethane, and the combined solns. were concentrated, followed by 
purification 

using preparative HPLC with a gradient system of 0 to 95 % over 10 min of 
MeCN (containing 0.1% CF3C02H) in water to give 

9,9, 9-trif luoro- 8 -oxo-N- ( 4-phenyl-l, 3-thiazol-2-yl ) nonanamide . 
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AB The title tetralones [I; Rl = H, alkyl, C02H, C02alkyl; R2-R5 = H, halo, 
alkyl, etc.; or R2 and R3 together or R3 and R4 together or R4 and R5 
together, resp., can form alkylenedioxy ring or alkylene chain; Y = 
CH2CH2; X = ( un ) saturated alkylene which can be (un) branched or interrupted by 
cycloalkyl ring] having histone deacetylase (HDAC) 

inhibitory activity which is useful in cancer treatment, were prepared and 
formulated. E.g., a multi-step synthesis of I [Rl = Me; R2-R5 = H; Y = 
(CH2)2; X = CH:CH(CH2)3] (starting with 2-methyl-l-tetralone and Me 
6-oxohexanoate ) which showed HDAC inhibitory effect of 60% at 10 nM vs. 
suberanilohydroxamic acid (SAHA) demonstrating 42% inhibition at 10 nM, 
was given. 
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AB Methods of modulating binding between an a/p protein and a 

binding partner are provided, along with methods of identifying modulators 

and their use. The methods comprise contacting the a/p protein 

with an allosteric effector mol. which binds to an allosteric site of the 

a/p protein and alters the conformation of the a/p 

protein such that the binding of the a/p protein to a binding 

partner is modulated. Thus, a primary screen for inhibitors of 



the classical pathway complement protein C2 and alternative pathway 
complement protein factor B involving modifications of standard hemolytic CH50 
and AH50 assays in a microtiter plate format was carried out. Lead 
compds . identified in this screen were submitted to a second screening 
using purified complement proteins to determine which stage of complement 
activation the compds. inhibited. Five diaryl sulfides were identified. 
Numerous other assays, e.g., to identify inhibitors of integrin 
aEPy interaction with E cadherin, inhibitors of Racl 
GDP-GTP exchange, or antagonists of E. coli 

6-hydroxymethyl-7, 8-dihydropterin pyrophosphokinase, were conducted as 
well. 
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AB A symposium report. Cyl-2, WF-3161, and trapoxin A are inhibitors 
of the root growth of lettuce seedlings, cell growth in mouse P-388 
leukemia cells, and mammalian histone deacetylase, 

resp. Unique amino acids (2S, 9S) -2-amino-8-oxo-9 , 1 0-epoxydecanoic acid 

(L-Aoe) and pipecolic acid (Pip) are found within these cyclic 

tetrapeptide inhibitors : cyclo [L-Aoe-D-Tyr (Me) -L-Ile-L-Pip] 

(Cyl-2), cyclo (L-Aoe-D-Phe-L-Leu-L-Pip) (WF-3161), and 

cyclo (L-Aoe-L-Phe-L-Phe-D-Pip) (Trapoxin A). In order to study the 

effects of Pip on the inhibitory activity of these peptides toward 

histone deacetylase, the authors replaced it with 



various imino ac 
-3-carboxylic ac 
heptamethylene: 
cyclo [L-Asu (NHOH 
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AB The invention relates to compds . of formulas I and II, to methods and 

compns. that affect the GTP-binding activity of members of the Rho family 
GTPases, preferably Rac GTPases (Racl, Raclb, Rac2 and/or Rac3). Compds. 
of formulas I and II wherein Rl, R4 and R12 are independently H, Cl-6 
alkyl, C2-6 alkenyl and C2-6 alkynyl; R2-R3 and R9-R11 are independently 
H, OH and Cl-6 alkoxy; R2R3, R9R10 and/or R10R11 may be fused together to 
form -0(CH2)l-60- linked to the adjacent cycle; A is N, N+, N+-C1-6 alkyl 
and N+-arylalkyl; B is absent, CH, CH2, C(-Me), CH(-Me), C (-benzyl) and 
C(-phenyl); D is absent, CH and CH2; with the proviso that at least one of 
B and D is present; E is C, CH and CH2; F and G are independently CH and 
CH2; R13-R14, R5 and R16 are independently H, OH and Cl-6 alkoxy; R13R14 
and/or R16R5 may be fused together to form -0(CH2)l-60- linked to the 
adjacent cycle; R15 and R6-R8 are independently H, Cl-6 alkyl, C2-6 



alkylene and C2-6 alkynyl; H is N, N+, N+-C1-6 alkyl and N+-benzyl; and 
their tautomers, optical and geometrical isomers, racemates, salts, 
hydrates and mixts. thereof, are claimed. Example compound III was prepared 
by demethylation of berberine chloride. All the invention compds . were 
evaluated for their Rac GTPases inhibitory activity. From the assay, it 
was determined that III exhibited the inhibition of 100 % against all of the 
Racl, Raclb and Cdc42;. 
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Amides I [Rl = H, alkyl; R2 = H, alkyl; or NR1R2 = (un) saturated 
(un) substituted 4-7 membered ring; each R3 = independently H, CHO and 
derivs., S02H and derivs., COOH and derivs., (un) substituted cyclo/alkyl , 
hetero/aryl, etc.; R4 = H, alkyl, CO-alkyl; T = (CH2)m; A = (CH2)n; Z = 
(CH2)q; m, n, q = independently 0-3 with the proviso that the sum of m, n, 
and q = 2-3; s = 0 or when X = N, then s = 0-1; W, X, Y = independently 
CH, CR5, CR6 , N, 0, S; R5, R6 = independently H, halo, alkyl, alkoxy, Ph; 
or R5 and R6 together with the atoms to which they are attached jointly 
form a carbocyclic or a heterocyclic ring; provided that certain compds . 
are not included] and II [R9 = NOR11 and RIO does not exist; R9 = 0R11 and 
RIO = alkyl; when there is a double bond between C's 2 ans 3 of the 
propionic acid moiety, then R9 = H, alkyl; and RIO does not exist], and 
their pharmaceutically acceptable salts, and their related derivs., having 
analgesic and/or immunostimulant activity in mammals, were prepared Thus, 
reacting Me isocyanoacetate with piperazine-l-carboxylic acid tert-Bu 
ester, followed by cyclization with pyridine-4-carboxaldehyde, and 
treatment with 37% HC1 in MeOH for 3 h at 50° gave 

threo-III»3HCl . Selected I showed analgesic activity in the rat Chung 
model . 
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3-hetero (aryl) -3-hydroxy-2-aminopropionic acid amides 
and related compounds having analgesic and/or 
immunostimulant activity 
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R2 Y Rl I 




Title compds . I [wherein Rl = [ (tetrahydropyran-2-yl ) oxy] methyl , 
CH2-B, (morpholin-4-yl)methyl, pyrrolidin-l-ylmethyl, etc.; B = halo, OH, 
0CH20Me, OCH20CH2CH20Me, 0S02-alkyl, OTBDMS; R2 = H, alk(en)yl; X, Y = 
independently 0, S, NH and derivs.; A = quinolin-4-yl , quinolin-8-yl , 
benzo [b] thiophen-7-yl, quinazolin-4-yl ; Z = (CH2)n, optionally interrupted 
by a heteroatom, C(:0) or aryldialkyl, especially xylenyl, group; n = 1-10; 
their tautomers, optical and geometrical isomers, racemates, salts, 
hydrates and mixts.] were prepared as antiproliferative agents and 
angiogenesis inhibitors. Nine biol. assays are given. For example, II 
was prepared, in 2 steps, from pyranone III, 1 , 4-dibromobutane, and 
7- (trif luoromethyl ) -4-quinolinethiol . In an in vitro cell viability 
assay, selected I showed an IC50 < 4^M and < 9 |xM against HCT116 and 
MDA-MB-231 tumoral cell lines, demonstrating their cytostatic mode of 
action. I are useful for treating various diseases associated with abnormal 
cell proliferation, including cancer, especially leukemia, or associated with 
unregulated angiogenesis including growth and metastasis of solid tumors, 
ocular diseases, especially retinopathies, or arthritis. 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2004:740320 CAPLUS 
141:260557 

Preparation of novel antiproliferative and 

antiangiogenic agents, in particular 

quinoline-derivatized pyranones, for treating cell 

proliferative diseases, retinopathies and arthritis 

Leblond, Bertrand; Petit, Silvere; Picard, 

Virginie; Taverne, Thierry; Schweighof f er , Fabien 

Exonhit Therapeutics Sa, Fr . 

PCT Int. Appl., 156 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



APPLICATION NO. 



WO 2004076445 
WO 2004076445 





W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA , 


BB, BG, 


BR, BW, 


BY, 


BZ, CA, CH, 




CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, EC, 


EE, EG, 


ES, 


FI, GB, GD, 




GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, JP, 


KE, KG, 


KP, 


KR, KZ, LC, 




LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD , 


MG, MK, 


MN, MW, 


MX, 


MZ, NA, NI 




RW: BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, SZ, 


TZ, UG, 


ZM, 


ZW, AT, BE, 




BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


ES, 


FI, FR, 


GB, GR, 


HU, 


IE, IT, LU, 




MC, 


NL, 


PT, 


RO, 


SE, 


SI, 


SK, 


TR, 


BF, BJ, 


CF, CG, 


CI, 


CM, GA, GN, 




GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 










EP 


1471063 






Al 




20041027 




EP 2003- 


-290490 




20030228 




R: AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, IT, 


LI, LU, 


NL, 


SE, MC, PT, 




IE, 


SI, 


LT, 


LV, 


FI, 


RO, 


MK, 


CY, 


AL, TR, 


BG, CZ, 


EE, 


HU, SK 


AU 


2004215577 




Al 




20040910 




AU 2004- 


-215577 




20040227 


CA 


2516239 






Al 




20040910 




CA 2004- 


-2516239 




20040227 


EP 


1597253 






A2 




20051123 




EP 2004- 


-715422 




20040227 


EP 


1597253 






Bl 




20060809 














R: AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, IT, 


LI, LU, 


NL, 


SE, MC, PT, 




IE, 


SI, 


LT, 


LV, 


FI, 


RO, 


MK, 


CY, 


AL, TR, 


BG, CZ, 


EE, 


HU, SK 


CN 


1747952 






A 




20060315 




CN 2004- 


-80003820 




20040227 


JP 


2006519221 




T 




20060824 




JP 2006- 


-502497 




20040227 


AT 


335734 






T 




20060915 




AT 2004- 


-715422 




20040227 


US 


20060183749 




Al 




20060817 




US 2005- 


-541328 




20050830 


US 


7514432 






B2 




2009 


0407 












US 


20090216014 




Al 




2009 


0827 




US 2009- 


-388828 




20090219 


UTY APPLN. 


INFO 














EP 2003- 


-290490 




A 20030228 




















WO 2004- 


-IB926 




W 20040227 




















US 2005- 


-541328 




Al 20050830 



OTHER SOURCE (S) : 
OS. CITING REF COUNT: 



REFERENCE COUNT: 



MARPAT 141:260557 
3 THERE ARE 3 

(7 CITINGS) 
2 THERE ARE 2 



CAPLUS RECORDS THAT CITE THIS RECORD 



CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L27 ANSWER 5 OF 5 CAPLUS COPYRIGHT 2009 ACS on STN 




C02H 




AB Title compds. I [Rl = H, alkyl, CH20H, OH, CHO, COOH, etc.; R2 = H, halo, 
COOH, perf luoroalkyl, etc.; R3 = H, alkyl, halo, fluoroalkyl, etc.; XI = 



C, 0, S; R5, R6 = Me, Et when XI is C; R5, R6 = nothing when XI = S or 0; 
R5, R6 = 1 or 2 atoms of 0 when XI = S (as in the case of a SO or S02 
group); R4 = H, halo, aryl, aralkyl, etc.; X2, X3 = C, N, or X2-X3 = S, 0, 
N; thus the ring containing X2 and X3 may be benzene, pyridine, thiophene, 
furan, pyrrole; R7 = H, trif luoromethyl, (un) substituted alkyl; X4 = C, N; 
X5 = C, 0, S, N, etc.; n = 0, 1] are prepared Thus, the title compound II was 
prepared in 6 steps from Me bromoacetate via reaction with 3-bromophenol , 
hydrolysis, cyclization, Wittig reaction with ( 5 , 6 , 7 , 8-tetrahydro 
-5, 5, 8, 8-tetramethyl-2-naphthenyl ) methyltriphenylphosphonium bromide, 
cyanation, and hydrolysis of the nitrile. A study on the selectivity of 
transactivation among the retinoic acid receptors showed that this at 1 
|uM effected a transactivation mediated by RARP >9 times that 
mediated by RARa. I are useful as components for dermatol., 
pharmaceutical, or cosmetic compns. 
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